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{wherein ring B represents a benzene ring, pyridine ring, etc.; R 101 - R 103 represent hydrogen, halogen, C^s alkyl, etc.; 
R 5 represents hydrogen, alkyl, 0,_ 6 alkoxy-C^ alkyl, etc.; R 6 represents hydrogen, C^ 6 alkyl, C,_ 6 alkyloxycar- 
bonyl, etc.; Y 1 represents a single bond, -CH 2 -, etc.; Y 2 represents a single bond, -CO-, etc.; and Ar represents hydro- 
gen, a group represented by the formula: 




[wherein R 10 -R 14 represent hydrogen, C A _ 6 alkyl, hydroxyl, C^ e alkoxy, etc.; and R 11 and R 12 or R 12 and R 13 may bond 
together to form a 5- to 8-membered heterocyclic ring], etc.}, 
or a salt thereof. 
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Description 
Technical Field 

5 [0001] The present invention relates to novel 2-iminopyrrolidine derivatives, salts thereof, and pharmaceutical com- 
positions containing the same and the like. 

Background Art 

io [0002] A recent approach for thrombosis have involved inhibiting thrombin enzyme activity, and compounds used 
for this purpose have included heparin, low molecular weight heparin, hirudin, argatroban, hirulog and the like. All such 
compounds inhibit the enzyme activity of thrombin, and work by inhibiting fibrin blood clot formation without specifically 
inhibiting the effect of thrombin on cells. Bleeding tendency is therefore a common side effect encountered in the clinic. 
The role of thrombin in thrombosis is not limited to its blood clotting activity, as it is believed to also participate in platelet 

15 aggregation at sites of vascular injury occurring as a result of the activation of platelet thrombin receptor. 

[0003] Another approach for thrombosis has been the use of intravenous injection agents such as Abciximab, Epti- 
fibatide and Tirofiban, as GPIIb/llla receptor antagonists. These compounds, while exhibiting powerful anti-thrombotic 
effects by suppressing platelet aggregation induced by various stimulation such as thrombin, ADP, collagen, PAF or 
the like, also produce a bleeding tendency as a side effect similarly to thrombin enzyme activity inhibitors. For this 

20 reason, no such compounds have yet been marketed, although their development as oral agents continues to progress. 
[0004] Restenosis is a vascular hypertrophic response to vascular wall injury induced by invasive treatment such as 
coronary angioplasty, and this phenomenon may be provoked by the direct or indirect effect of thrombin on cells. 
Platelets adhere to injured blood vessels, leading to release of growth factors and eliciting proliferation of smooth 
muscle cells. Smooth muscle cells may also be affected indirectly by the action of thrombin on endothelial cells. Also, 

25 platelet adhesion occurs and procoagulant activity increases at sites of vascular injury. Smooth muscle cells can un- 
dergo further direct stimulation due to the high local thrombin concentration which is produced at such sites. While 
recent studies using the powerful thrombin inhibitor hirudin have suggested that thrombin induces cell proliferation 
during the process of restenosis, it has not yet been determined whether the thrombin effect is direct or indirect (Sa- 
rembock et al., Circulation 1992, 84:232-243). Despite the implication of the cellular effects of thrombin in a variety of 

30 pathological symptoms, no therapeutically active substance is known which specifically blocks such effects. 

[0005] The thrombin receptor (PARI) has recently been cloned (Vu et al., Cell, 1991, 64:1057-1068), opening an 
important door to development of substances which target cellular thrombin receptors. Detailed examination of the 
amino acid sequence of this thrombin receptor has revealed a thrombin binding site and hydrolysis site located in the 
100 residue amino terminal domain of the receptor. Later research by amino acid mutation in the receptor has estab- 

35 lished that limited hydrolysis of this portion of the thrombin receptor by thrombin is necessary for receptor activation 
(Vu et al., Nature, 1 991 , 353:674-677). A synthetic peptide corresponding to the amino acid sequence newly generated 
by hydrolysis of the thrombin receptor (the synthetic peptide is known as "thrombin receptor activating peptide", or 
TRAP) can activate receptors which have not been hydrolyzed by thrombin. This suggests that upon the cleavage of 
the receptor, the new amino acid sequence generated at the amino terminal (known as the "tethered ligand peptide") 

40 functions as the ligand and interacts with the distal binding site. Further studies of TRAP have confirmed homology of 
the thrombin receptors present in platelet, endothelial cell, fibroblast and smooth muscle cell (Hung et al., J. Cell. Biol. 
1992, 116:827-832, Ngaiza, Jaffe, Biochem. Biophys. Res. Commun. 1991, 179:1656-1661). 

[0006] Research on the structure activity relationship of TRAP suggests that the pentapeptide Phe-Leu-Leu-Arg- 
Asn is a weak antagonist for platelet thrombin receptors activated by either thrombin or TRAP (Vassallo. et al., J.Biol. 

4 5 Chem.,1 992, 267 :6081-6085(1 992)). Different approaches to receptor antagonism have also been examined by other 
groups. One of these approaches has been an attempt to prepare antibodies for the thrombin binding domain of the 
thrombin receptor. Such antibodies specifically and effectively suppress activation of platelets by thrombin, and act as 
thrombin receptor antagonists (Hung et al., J. Clin. Invest. 1992, 89:1350-1353). Another approach has been devel- 
opment of peptide derivatives from TRAP (Steven M.S., J. Med. Chem. 1996, 39:4879-4887; William J.H., Bioorg. 

so Med. Chem. Lett. 1998, 8:1649-1654; David F.M., Bioorg. Med. Chem. Lett. 1999, 9:255-260). Yet another has been 
development of low molecular weight compounds discovered by high throughput screening using various assay sys- 
tems such as receptor binding (Andrew W.S. et al., Bioorg. Med Chem. Lett. 1999, 9:2073-2078; Scherig Plough 
W099/26943; Halord S. et al., ACS meeting in Oct. 2001). 

55 Disclosure of the Invention 

[0007] Compounds having antagonistic action on thrombin receptors are expected to exhibit excellent effects for 
therapy or prevention of diseases associated with thrombin, and therefore offer promise for effective therapy or pre- 
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vention of, for example, thrombosis, vascular restenosis, deep venous thrombosis, pulmonary embolism, cerebral 
infarction, heart disease, disseminated intravascular coagulation, hypertension, inflammatory diseases, rheumatism, 
asthma, glomerulonephritis, osteoporosis, neurological disorders, malignant tumors, and the like. It has been ardently 
desired to provide thrombin receptor antagonists which are satisfactory in numerous aspects including pharmacological 
activity, thrombin receptor specificity, safety, dosage and oral efficacy. 

[0008] However, the conventional thrombin receptor antagonists have been inadequate in terms of receptor specif- 
icity and oral efficacy. 

[0009] It is therefore an object of the present invention to search for and discover compounds having excellent 
thrombin receptor inhibiting activity and being therefore useful as thrombin receptor antagonists. 
[0010] As a result of much vigorous research conducted under the circumstances described above, the present 
inventors have completed this invention upon successfully synthesizing novel 2-iminopyrrolidine derivatives represent- 
ed by the following general formula (I), and also upon unexpectedly finding that these compounds or their salts have 
excellent thrombin receptor inhibiting activity and are useful as thrombin receptor antagonists. 
[0011] The present invention resides in the following: 

<1> a compound represented by the formula: 




(wherein ring B represents an optionally substituted (1) aromatic hydrocarbon ring or (2) aromatic heterocycle 
optionally having 1 or 2 nitrogen; R 101 , R 102 and R 103 are the same or different and each represents (1) hydrogen 
or (2) a group selected from Substituent Group C below; R 5 represents (1) hydrogen, (2) cyano, (3) halogen or (4) 
a group selected from Substituent Group A below; R 6 represents (1 ) hydrogen , (2) C^g alkyl, (3) acyl, (4) carbamoyl, 
(5) hydroxyl, (6) C^g alkoxy, (7) C^g alkyloxycarbonyloxy, (8) C 3 . 8 cycloalkyl, (9) C^g alkyloxycarbonyl optionally 
substituted with acyloxy or (10) a Cg_ 14 aromatic hydrocarbon ring group or 5- to 14-membered aromatic hetero- 
cyclic group (each of the foregoing members being optionally substituted with at least one group selected from 
Substituent Group E); Y 1 represents a single bond, -(CH 2 ) m -, -CR 8 -, -CR 8 R 9 -, -CH 2 CO-, -NR 8 -, -SO-, -S0 2 - -CO-, 
-CONR 8 - or -S0 2 NR 8 - [wherein m represents an integer of 1 to 3, and R 8 and R 9 are the same or different and 
each represents hydrogen; halogen, C^g alkyl, carboxyl or C^g alkoxycarbonyl]; Y 2 represents a single bond, O, 
N, -(CH 2 ) m -, -CR 8 -, CR 8 R 9 -, -CO-, -SO-, -S0 2 - or -C(=N-OR 8 )- [wherein m, R 8 and R 9 are as defined above]; Ar 
represents (1 ) hydrogen, (2) a group represented by the formula: 




[wherein R 10 , R 11 , R 12 , R 13 and R 14 are the same or different and each represents (1) hydrogen, (2) cyano, (3) 
halogen, (4) nitro or (5) a group selected from Substituent Group B below, and R 11 and R 12 or R 12 and R 13 may 
bond together to form a 5- to 8-membered heterocycle optionally having 1 to 4 hetero atoms selected from N, S 
and O and also'optionally substituted with at least one group selected from Substituent Group F] or (3) a 5- to 
1 4-membered aromatic heterocyclic group optionally substituted with at least one group selected from Substituent 
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Group G below. 

<Substituent Group A> The group consisting of C^g alkyl, alkylidene, C 2 _ 6 alkenyl, C 2 _g alkynyl, acyl, carboxyl, 
carbamoyl, C^ G alkoxycarbonyl, alkylaminocarbonyl, hydroxyl, alkoxy, cycloalkyloxy, amino, 
C1-6 alky^amino, 03.3 cycloalkylamino, acylamino, sulfonylamino, sulfonyl, sulfamoyl, C^q cycloalkyl, a 5- to 
1 4-membered non-aromatic heterocyclic group, a Cg_ 14 aromatic hydrocarbon ring group and a 5- to 1 4-mem- 
bered aromatic heterocyclic group, each of the foregoing members being optionally substituted with at least 
one group selected from Substituent Group A* below; <Substituent Group A' > The group consisting of C A . Q 
alkyl, C 2 _ 6 alkenyl, C 2 _ 6 alkynyl, cyano, acyl, carboxyl, carbamoyl, C^g alkoxycarbonyl, Cj.g alkylaminocarb- 
onyl, hydroxyl, C^ 6 alkoxy, C 3 . 8 cycloalkyloxy, amino, C^.g alkyiamino, C3.Q cycloalkylamino, acylamino, ure- 
ido, ureylene, sulfonylamino, sulfonyl, sulfamoyl, halogen, C 3 . 8 cycloalkyl, a heterocyclic alkyl group, a 5- to 
1 4-membered non-aromatic heterocyclic group, a Cg_ 14 aromatic hydrocarbon ring group and a 5- to 1 4-mem- 
bered aromatic heterocyclic group, wherein the C 6 _ 14 aromatic hydrocarbon ring group and the 5- to 1 4-mem- 
bered aromatic heterocyclic group may be substituted with at least one group selected from the group con- 
sisting of C^q alkyl, cyano, acyl, carboxyl, carbamoyl, C^g alkoxycarbonyl, C^g alkylaminocarbonyl, hydroxyl, 
C^s alkoxy, C^q cycloalkyloxy, nitro, amino, C^g alkyiamino, C^q cycloalkylamino, acylamino, ureido, urey- 
lene, sulfonylamino, sulfonyl, sulfamoyl, halogen and C 3 _ 8 cycloalkyl; 

<Substituent Group B> The group consisting of C A . G alkyl, C 2 _ 6 alkenyl, C 2 . 6 alkynyl, acyl, carboxyl, carbamoyl, 
C^. B alkoxycarbonyl, alkylaminocarbonyl, hydroxyl, C^. 6 alkoxy, C^g cycloalkyloxy, amino, C^. s ami- 
noalkyl, C^_ 6 alkyiamino, C 3 _ 8 cycloalkylamino, acylamino, ureido, sulfonylamino, sulfonyl, sulfamoyl, C 3 . 8 cy- 
cloalkyl, a 5- to 1 4-membered non-aromatic heterocyclic group, a Cg_ 14 aromatic hydrocarbon ring group and 
a 5- to 1 4-membered aromatic heterocyclic group, each of the foregoing members being optionally substituted 
with at least one group selected from Substituent Group B' below; 

<Substituent Group B'> The group consisting of C,_ 6 alkyl, C 2 . 6 alkenyl, C 2 . 6 alkynyl, oxo, cyano, C^g cyanoa- 
c yl> c 2-7 ac y'» c i-6 alkanoyl, benzoyl, aralkanoyl, C,.g alkoxyalkylcarbonyl, C^g hydroxyalkylcarbonyl, car- 
boxyl, C-j.g carboxyalkyl, C^g carboxyalkyloxy, carbamoyl, carbamoylalkyloxy, C v6 alkoxycarbonyl, C^ 0 
alkoxycarbonyl-C^g alkyl, C-,. 10 alkoxycarbonyl-C^ alkyloxy, C^g monoalkylaminocarbonyl, C 2 . 6 dialkylami- 
nocarbonyl, hydroxyl, C,_g alkoxy, C^ 0 alkoxyalkyl, C 1 . 10 aralkyloxyalkyl, C^g hydroxyalkyl, C 3 . 8 cycloalky- 
loxy, amino, C^g alkyiamino, cycloalkylamino, acylamino, ureido, ureylene, C^g alkylsulfonylamino, phe- 
nylsulfonylamino, C^g alkylsulfonyl, phenylsulfonyl, C 1 . 6 monoalkylaminosulfonyl, C 2 . 6 dialkylaminosulfonyl, 
sulfamoyl, halogeno, C 3 . 8 cycloalkyl, a 5- to 1 4-membered non-aromatic heterocyclic group, a C 6 . 14 aromatic 
hydrocarbon ring group, a 5- to 1 4-membered aromatic heterocyclic group, a heterocyclic aminocarbonyl 
group, a heterocyclic aminosulfonyl group and isoxazolinyl, wherein the 5- to 1 4-membered non-aromatic 
heterocyclic group, the C 6 . 14 aromatic hydrocarbon ring group, the 5- to 1 4-membered aromatic heterocyclic 
group and isoxazolinyl may be independently substituted with at least one group selected from the group 
consisting of C^g alkyl, oxo, cyano, acyl, carboxyl, carbamoyl, C,_ 6 alkoxycarbonyl, C^g alkylaminocarbonyl, 
hydroxyl, C^g alkoxy, C 3 . 8 cycloalkyloxy, nitro, amino, C^g aminoalkyl, C^g alkyiamino, C^g dialkylamino, 
C3-8 cycloalkylamino, acylamino, ureido, ureylene, alkylsulfonylamino, alkylsulfonyl, sulfamoyl, halogeno and 
C3.8 cycloalkyl; 

<Substituent Group C> The group consisting of (1) cyano, (2) halogen and (3) C^g alkyl, C 2 . 8 alkenyl, C 2 . 8 
alkynyl, acyl, carboxyl, carbamoyl, C^g alkoxycarbonyl, C^g alkylaminocarbonyl, hydroxyl, C^g alkoxy, C 3 . 8 
cycloalkyloxy, amino, C-j.g alkyiamino, C 3 . 8 cycloalkylamino, acylamino, ureido, sulfonylamino, sulfonyl, sul- 
famoyl, C 3 . 8 cycloalkyl, a 5- to 1 4-membered non-aromatic heterocyclic group, a C 6 . 14 aromatic hydrocarbon 
ring group and 5- to 1 4-membered aromatic heterocyclic group (each of the foregoing members being option- 
ally substituted with at least one group selected from Substituent Group C below); 

<Substituent Group C> The group consisting of C^g alkyl, C 2 . 8 alkenyl, C 2 . 8 alkynyl, cyano, acyl, carboxyl, 
carbamoyl, C^g alkoxycarbonyl, C v6 alkylaminocarbonyl, hydroxyl, C^g alkoxy, C 3 . 8 cycloalkyloxy, amino, 
c i-6 alkyiamino, C 3 . 8 cycloalkylamino, acylamino, ureido, ureylene, sulfonylamino, sulfonyl, sulfamoyl, halog- 
eno, C 3 . 8 cycloalkyl, a 5- to 1 4-membered non-aromatic heterocyclic group, a C 6 . 14 aromatic hydrocarbon ring 
group and a 5- to 1 4-membered aromatic heterocyclic group; 

<Substituent Group E> The group consisting of C-j.g alkyl, cyano, acyl, carboxyl, carbamoyl, C,_ 6 alkoxycar- 
bonyl, C^g alkylaminocarbonyl, hydroxyl, C v6 alkoxy, C^q cycloalkyloxy, amino, C^g alkyiamino, C 3 . 8 cy- 
cloalkylamino, acylamino, ureido, ureylene, sulfonylamino, sulfonyl, sulfamoyl, halogen and cycloalkyl; 
<Substituent Group F> The group consisting of (1 ) hydrogen, (2) cyano, (3) halogen, (4) oxo and (5) C^g alkyl, 
alkenyl, alkynyl, acyl, C.,_ 6 alkanoyl, carboxyl, carbamoyl, C^g alkoxycarbonyl, C A . e alkylaminocarbonyl, hy- 
droxyl, C^g alkoxy, C 3 . 8 cycloalkyloxy, amino, imino, C^g aminoalkyl, C-j^ alkyiamino, C 3 . 8 cycloalkylamino, 
acylamino, ureido, sulfonylamino, sulfonyl, sulfamoyl, C^ Q cycloalkyl, a 5- to 14-membered non-aromatic het- 
erocyclic group, a Cg_ 14 aromatic hydrocarbon ring group and a 5- to 14-membered aromatic heterocyclic 
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group (each of the foregoing members being optionally substituted with at least one group selected from Sub- 
stituent Group F below); 

<Substituent Group F> The group consisting of Cj.g alkyl, oxo, cyano, acyl, carboxyl, carbamoyl, C^g alkox- 
ycarbonyl, benzyloxycarbonyl, C^g alkylaminocarbonyl, hydroxyl, C^g alkoxy, C^gcycloalkyloxy, amino, Cj.g 
alkylamino, C 3 _ 8 cycloalkylamino, acylamino, ureido, ureylene, C^galkylsulfonylamino, C^g alkylsulfonyl, sul- 
famoyl, halogeno, C 3 _ 8 cycloalkyl, a 5- to 14-membered non-aromatic heterocyclic group, a Cg_ 14 aromatic 
hydrocarbon ring group and a 5- to 14-membered aromatic heterocyclic group; 

<Substituent Group G> The group consisting of C^g alkyl, cyano, acyl, carboxyl, carbamoyl, C,_ 6 alkoxycar- 
bonyl, C^g alkylaminocarbonyl, sulfonyl, sulfamoyl, halogeno and C 3 _g cycloalkyl.} or a salt thereof; 

<2> a compound according to <1> or a salt thereof, wherein ring B represents a further optionally substituted 
benzene ring or pyridine ring; R 101 , R 102 and R 103 are the same or different and each represents a group selected 
from the group consisting of hydrogen, halogen, C^g alkyl, C^g alkylaminocarbonyl, C^g alkoxy, C^g alkylamino 
and C 3 _ 8 cycloalkyl; R 5 represents a group selected from the group consisting of hydrogen, alkyl and C 1 . s 
alkoxy-Cj.g alkyl; R 6 represents a group selected from the group consisting of hydrogen, alkyl and C-j.g alky- 
loxycarbonyl optionally substituted with acyloxy; Y 1 represents a single bond or -(CH 2 ) m - [wherein m represents 
an integer of 1 to 3]; Y 2 represents a single bond or -CO-; and Ar represents hydrogen or a group represented by 
the formula: 



[wherein R 10 , R 11 , R 12 , R 13 and R 14 are the same or different and each rep resents a group selected from the group 
consisting of hydrogen, C,_ 6 alkyl, hydroxyl, C^g alkoxy, C^g alkylamino, C 3 . 8 cycloalkylamino, acylamino, a 5- to 
14-membered non-aromatic heterocyclic group and C^g alkyloxycarbonyloxy, and R 11 and R 12 or R 12 and R 13 
may bond together to form a 5- to 8-membered heterocyclic ring (i) optionally having 1 to 4 hetero atoms selected 
from N, S and O and (ii) optionally substituted with at least one group selected from the group consisting of cyano, 
oxo, and C^g alkyl, acyl, C^g alkanoyl, carboxyl, carbamoyl, C A _ 6 alkoxycarbonyl, C^g alkylaminocarbonyl, hy- 
droxyl, C^g alkoxy, C^g cycloalkyloxy, amino, C^g alkylamino, sulfonyl and a 5- to 14-membered non-aromatic 
heterocyclic group (each of the foregoing member being optionally substituted with at least one group selected 
from Substituent Group F" below) 

<Substituent Group F> The group consisting of C^g alkyl, oxo, cyano, acyl, carboxyl and C V6 alkoxy]; 

<3> a compound according to <1> or a salt thereof, wherein ring B is an optionally substituted benzene ring; 

<4> a compound according to <1> or a salt thereof, wherein Y 1 is -CH 2 -; 

<5> a compound according to <1> or a salt thereof, wherein Y 2 is -CO-; 

<6> a compound according to <1> or a salt thereof, wherein Y 1 is -CH 2 - and Y 2 is -CO-; 

<7> a compound according to <1> or a salt thereof, wherein Y 1 is a single bond, Y 2 is a single bond and Ar is 
hydrogen; 

<8> a compound according to <1> or a salt thereof, wherein Ar is a group represented by the formula: 



•R 
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[wherein R 10 , R 11 , R 12 , R 13 and R 14 are as defined above]; 

<9> a compound according to <8> or a salt thereof, wherein R 10 and R 14 are hydrogen; 

<10> a compound according to <1> or a salt thereof, wherein Ar is (1 ) a group represented by the formula: 




[wherein R 10 , R 11 , R 12 , R 13 and R 14 are as defined above] or (2) a 5- to 14-membered aromatic heterocyclic group 

optionally substituted with at least one group selected from Substituent Group G above; 

<11> a compound according to <10> or a salt thereof, wherein R 10 and R 14 are hydrogen; 

<12> a compound according to <1 > or a salt thereof, wherein Ar is a group represented by the formula: 




[wherein R 11 and R 13 are as defined above, R 15 represents (1) hydrogen or (2) a group selected from Substituent 
Group H below, and R 11 and R 15 may bond together to form a 5- to 8-membered heterocycle optionally substituted 
with at least one group selected from Substituent Group F above and optionally having 1 or 2 hetero atoms selected 
from N, S and O. 



<Substituent Group H> The group consisting of C,_ G alkyl, C 2 _g alkenyl, C 2 . 6 alkynyl, acyl, alkoxycarbonyl, 
aminocarbonyl, C^ 6 alkylaminocarbonyl, C 3 . 8 cycloalkyl, C v6 aminoalkyl, sulfonyl, C 3 . 8 cycloalkylamino, a 5- 
to 14-membered non-aromatic heterocyclic group, a C 6 . 14 aromatic hydrocarbon ring group and a 5- to 
14-membered aromatic heterocyclic group, each of the foregoing members being optionally substituted with 
at least one group selected from Substituent Group H' below; 

<Substituent Group K> The group consisting of C^g alkyl, C 2 _g alkenyl, C 2 . 6 alkynyl, oxo, cyano, C^g cy- 
anoalkyl, C 2 . 7 acyl, C A . S alkanoyl, benzoyl, aralkanoyl, C^g alkoxyalkylcarbonyl, C^g hydroxyalkylcarbonyl, 
carboxyl, C^g carboxyalkyl, C v6 carboxyalkyloxy, carbamoyl, carbamoylalkyloxy, C,_ 6 alkoxycarbonyl, C^ 0 
alkoxycarbonyl-C^g alkyl, C 1-10 alkoxycarbonyl-C^ alkyloxy, C^g monoalkylaminocarbonyl, C 2 . 6 dialkylami- 
nocarbonyl, hydroxy!, C^g alkoxy, C^q alkoxyalkyl, C^^ aralkyloxyalkyl, C,. 6 hydroxyalkyl, C 3 . 8 cycloalky- 
loxy, amino, C,. 6 alkylamino, C3_ a cycloalkylamino, acylamino, ureido, ureylene, C^g alkylsulfonylamino, phe- 
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nylsulfonylamino, C A . 6 alkylsulfonyl, phenylsulfonyl, C,.g monoalkylaminosulfonyl, C 2 . 6 dialkylaminosulfonyl, 
sulfamoyl, halogeno, C 3 . 8 cycloalkyl, a 5- to 1 4-membered non-aromatic heterocyclic group, a C 6 . 14 aromatic 
hydrocarbon ring group, a 5- to 1 4-membered aromatic heterocyclic group, a heterocyclic aminocarbonyl 
group, a heterocyclic aminosulfonyl group and isoxazolinyf, wherein the 5- to 1 4-membered non-aromatic 
heterocyclic group, the Cg. 14 aromatic hydrocarbon ring group, the 5- to 1 4-membered aromatic heterocyclic 
group and isoxazolinyl may be independently substituted with at least one group selected from the group 
consisting of C^.g alkyl, oxo, cyano, acyl, carboxyl, carbamoyl, C A . 6 alkoxycarbonyl, C^ G alkylaminocarbonyl, 
hydroxyl, C,. 6 alkoxy, C 3 . 8 cycloalkyloxy, nitro, amino, C^.g aminoalkyl, C^g alkylamino, C^g dialkylamino, 
C 3 . 8 cycloalkylamino, acylamino, ureido, ureylene, alkylsulfonylamino, alkylsulfonyl, sulfamoyl, halogeno and 
C 3 . 8 cycloalkyl]; 

<13> a compound according to <1> or a salt thereof, wherein Ar is a group represented by the formula: 



[wherein R 11 and R 15 are as defined above, and R 16 represents (1) hydrogen or (2) a group selected from Sub- 
stituent Group H above, and R 11 and R 15 or R 15 and R 16 may bond togetherto form a 5- to 6-membered heterocycle 
optionally substituted with at least one group selected from Substituent Group F above and also optionally having 
1 or 2 hetero atoms selected from N, S and O]; 

<14> a compound according to <1> or a salt thereof, wherein Ar is a group represented by the formula: 



[wherein R 11 and R 15 are as defined above, and R 17 and R 18 are the same or different and each represents (1) 
hydrogen or (2) a group selected from Substituent Group I below, and R 11 and R 15 , R 15 and R 17 , R 15 and R 18 or 
R 17 and R 18 may bond together to form a 5- to 8-membered heterocycle optionally substituted with at least one 
group selected from Substituent Group F above and also optionally having 1 or 2 hetero atoms selected from N, 
S and O. 

<Substituent Group l> The group consisting of C^ s alkyl, C 2 _ 6 alkenyl, C 2 . 6 alkynyl, acyl, carbamoyl, C^g 
alkoxycarbonyl, C^.g alkylaminocarbonyl, C^.g aminoalkyl, sulfonyl, sulfamoyl, C 3 . 8 cycloalkyl, a 5- to 14-mem- 
bered non-aromatic heterocyclic group, a Cg_ 14 aromatic hydrocarbon ring group and a 5- to 1 4-membered 
aromatic heterocyclic group, each of the foregoing members being optionally substituted with at least one 
group selected from Substituent Group I' below; 

<Substituent Group l'> The group consisting of C^g alkyl, C 2 . 6 alkenyl, C 2 . 6 alkynyl, oxo, cyano, C^g cy- 
anoalkyl, C 2 . 7 acyl, C^ 6 alkanoyl, benzoyl, aralkanoyl, C,_ 6 alkoxyalkylcarbonyl, C^g hydroxyalkylcarbonyl, 
carboxyl, C^g carboxyalkyl, C-,.6 carboxyalkyloxy, carbamoyl, carbamoylalkyloxy, C^g alkoxycarbonyl, C^q 
alkoxycarbonyl-C^g alkyl, C V10 alkoxycarbonyl-C^ alkyloxy, C^g monoalkylaminocarbonyl, C 2 . 6 dialkylami- 
nocarbonyl, hydroxyl, C^g alkoxy, C-|_ 10 alkoxyalkyl, C^q aralkyloxyalkyl, C^g hydroxyalkyl, C 3 . 8 cycloalky- 
loxy, amino, C^g alkylamino, cycloalkylamino, acylamino, ureido, ureylene, C^g alkylsulfonylamino, phe- 
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nylsulfonylamino, C VG alkylsulfonyl, phenylsulfonyl, C^g monoalkylaminosulfonyl, C 2 . G dialkylaminosulfonyl, 
sulfamoyl, halogeno, C 3 . 8 cycloalkyl, a 5- to 14-membered non-aromatic heterocyclic group, a C 6 . 14 aromatic 
hydrocarbon ring group, a 5- to 14-membered aromatic heterocyclic group, a heterocyclic aminocarbonyl 
group, a heterocyclic aminosulfonyl group and isoxazolinyl, wherein the 5- to 14-membered non-aromatic 
heterocyclic group, the Cg_ 14 aromatic hydrocarbon ring group, the 5- to 14-membered aromatic heterocyclic 
group and isoxazolinyl may be independently substituted with at least one group selected from the group 
consisting of C^g alkyl, oxo, cyano, acyl, carboxyl, carbamoyl, C A . G alkoxycarbonyl, C-j. 6 alkylaminocarbonyl, 
hydroxy!, C^. e alkoxy, C 3 . 8 cycloalkyloxy, nitro, amino, C A . G aminoalkyl, C^. G alkylamino, C^. G dialkylamino, 
C 3 . 8 cycloalkylamino, acylamino, ureido, ureylene, alkylsulfonylamino, alkylsulfonyl, sulfamoyl, halogeno and 
C 3 . 8 cycloalkyl]; 

<15> a compound according to <1> or a salt thereof, wherein the compound is represented by the formula: 




[wherein the definitions of the symbols are the same as given above]; 

<16> a compound according to <1> or a salt thereof, wherein the compound is represented by the formula: 




[wherein R 104 and R 105 are the same or different and each represents hydrogen, C 1mG alkoxy, C^. G alkyl or halogen, 
and R 101 , R 102 , R 5 , R 6 , Y 1 , Y 2 and Ar are as defined above]; 

<1 7> a compound according to <1 > or a salt thereof, wherein the compound is represented by the formula: 




[wherein U represents N or CH, V represents N or CR 101 , W represents N or CR 102 Z represents N or CR 105 , one 
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or two from U, V, W and Z are N, and R 101 , R 102 , R 105 , R 5 , R 6 , Y 1 , Y 2 and Ar are as defined above]; 
<1 8> a compound according to <1 6> or <1 7> or a salt thereof, wherein Y 1 is -CH 2 -; 
<19> a compound according to <16> or <17> or a salt thereof, wherein Y 2 is -CO-; 

<20> a compound according to <1 7> or a salt thereof, wherein U is N and V is CR 101 [where R 101 are as defined 
5 above]; 

<21> a pharmaceutical composition comprising a compound according to <1> or a salt thereof; 

<22> a composition according to <21>, wherein the composition is a thrombin receptor antagonist; 

<23> a composition according to <21>, wherein the composition is a thrombin receptor PARI antagonist; 

<24> a composition according to <21>, wherein the composition is a platelet aggregation inhibitor; 
10 <25> a composition according to <21>, wherein the composition is a proliferation inhibitor for smooth muscle cells; 

<26> a composition according to <21>, wherein the composition is a proliferation inhibitor for endothelial cells, 

fibroblasts, nephrocytes, osteosarcoma cells, muscle cells, cancer cells and/or glia cells; 

<27> a composition according to <21>, wherein the composition is a therapeutic or preventive agent for thrombosis, 

vascular restenosis, deep venous thrombosis, pulmonary embolism, cerebral infarction, heart disease, dissemi- 
15 nated intravascular coagulation, hypertension, inflammatory disease, rheumatism, asthma, glomerulonephritis, 

osteoporosis, neurological disease and/or malignant tumor; 

<28> use of a compound according to <1 > or a salt thereof for the manufacture of a thrombin receptor antagonist; 
<29> use according to <28>, wherein the thrombin receptor antagonist is a PARI receptor antagonist; 
<30> use of a compound according to <1 > or a salt thereof for the manufacture of a platelet aggregation inhibitor; 
20 <31 > a method of treating a thrombin receptor mediated disease in a patient suffering from the disease, comprising 

administering to the patient, a therapeutically effective amount of a compound according to <1 > or a salt thereof; and 
<32> a method for treating a proliferative disease of endothelial cells, fibroblasts, nephrocytes, osteosarcoma 
cells, muscle cells, cancer cells and/or glia cells, in a patient suffering from the disease, comprising administering 
to the patient, a therapeutically effective amount of a compound according to <1> or a salt thereof. 

25 

Best Mode for Carrying Out the Invention 

[0012] The present invention will now be explained in greater detail. 

[001 3] Several of the structural formulas given for the compounds of the invention throughout the present specif ica- 
30 tion will represent only a specific isomer for convenience, but the invention is not limited to such specific isomers and 
encompasses all isomers and isomer mixtures, including geometric isomers, asymmetric carbon-derived optical iso- 
mers, stereoisomers and tautomers which are implied by the structures of the compounds, and any isomer or mixture 
thereof may be used. The compounds of the invention therefore include those having asymmetric carbons in their 
molecules and existing as optically active forms or racemic forms, and all such compounds are encompassed by the 
35 invention without restrictions. There are also no restrictions on any crystalline polymorphism of the compounds, and 
any crystal forms may be used alone or in mixtures. The compounds of the invention and their salts may also be in 
the form of anhydrides or solvates such as hydrates, and all such forms are included within the scope of the claims of 
the present specification. Metabolites of the compounds of the invention produced by degradation in the body, as well 
as prodrugs of the compounds of the invention and their salts, are also encompassed within the scope of the claims 
40 of the present specification. 

[0014] The symbols and terms used throughout the present specification will now be defined, with a more detailed 
description of the invention. 

[0015] The term "and/or" as used throughout the present specification carries the meaning of both "and" and "or". 
[0016] The term "halogen" used throughout the present specification refers to an atom such as fluorine, chlorine, 
45 bromine or iodine, and preferably fluorine, chlorine or bromine. 

[0017] The term "C A _ 6 alkyl" used throughout the present specification refers to an alkyl group of 1 to 6 carbons, and 
as examples of such groups there may be mentioned preferably linear or branched alkyl groups such as methyl, ethyl, 
n-propyl, iso-propyl, n-butyl, iso-butyl, sec-butyl, ferf-butyl, n-pentyl, 1 ,1-dimethylpropyl, 1 ,2-dimethylpropyl, 

2.2- dimethylpropyl, 1 -ethylpropyl, 2-ethylpropyl, n-hexyl, 1 -methyl-2-ethylpropyl, 1 -ethyl-2-methylpropyl, 1 ,1 ,2-trimeth- 
50 ylpropyl, 1 -propylpropyl, 1 -methylbutyl, 2-methylbutyl, 1 ,1-dimethylbutyl, 1 ,2-dimethylbutyl, 2,2-dimethylbutyl, 

1 .3- dimethylbutyl, 2,3-dimethylbutyl, 2-ethylbutyl, 2-methylpentyl and 3-methylpentyl, and more preferably methyl, 
ethyl, n-propyl, iso-propyl, n-butyl, iso-butyl, sec-butyl, tert-butyl and n-pentyl. 

[0018] The term "C 2 . 6 alkenyl" used throughout the present specification refers to an alkenyl group of 2 to 6 carbons, 
and as preferred examples of such groups there may be mentioned vinyl, allyl, 1-propenyl, 2-propenyl, isopropenyl, 
55 2-methyl-l-propenyJ, 3-methyl-1-propenyl, 2-methyl-2-propenyl, 3-methyl-2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 
1-pentenyl, 1-hexenyl, 1 ,3-hexanedienyl and 1 ,6-hexanedienyl. 

[0019] The term "C 2 . 6 alkynyl" used throughout the present specification refers to an alkynyl group of 2 to 6 carbons, 
and as preferred examples of such groups there may be mentioned ethynyl, 1-propynyl, 2-propynyl, 1-butynyl, 2-bu- 
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tynyl,3-butynyl,3-methyM-propynyl, 1-ethynyl-2-propynyl, 2-methyl-3-propynyl, 1-pentynyl, 1-hexynyl, 1 ,3-hexanedi- 
ynyl and 1 ,6-hexanediynyl. 

[0020] The term "C 3 _ 8 cycloalkyl" used throughout the present specification refers to a cycloalkyl group composed 
of 3 to 8 carbons, and as examples there may be mentioned cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl 
and cyclooctyl. 

[0021] The term "C 3 _ 8 cycloalkenyl" used throughout the present specification refers to a C 3 . 8 cycloalkenyl group 
composed of 3 to 8 carbons, and as examples there may be mentioned cyclopropen-1 -yl, cyclopropen-3-yl, cyclobuten- 
1 -yl, cyc!obuten-3-yl, 1 ,3-cyclobutadien-1 -yl, cyclopenten-1 -yl, cyclopenten-3-yl, cyclopenten-4-yl, 1 ,3-cyclopentadien- 

1 -yl, 1,3-cyclopentadien-2-yl, 1 ,3-cyclopentadien-5-yl, cyclohexen-1-yl, cyclohexen-3-yl, cyclohexen-4-yl, 1,3-cy- 
clohexadien-1-yl, 1 ,3-cyclohexadien-2-yl, 1 t 3-cyclohexadien-5-yl, 1 ,4-cyclohexadien-3-yl, 1 ,4-cyclohexadien-1-yl, cy- 
clohepten-1-yl, cyclohepten-3-yl, cyclohepten-4-yl, cyclohepten-5-yl, 1 ,3-cyclohepten-2-yl, 1 ,3-cyclohepten-1-yl, 
1,3-cycloheptadien-5-yl, 1 ,3-cycloheptadien-6-yl, 1 ,4-cycloheptadien-3-yl, 1 ,4-cycloheptadien-2-yl, 1 ,4-cycloheptadi- 
en-1-yl, 1 ,4-cycloheptadien-6-yl, 1 ,3,5-cycloheptatrien-3-yl, 1 ^^-cycloheptatrien^-yl, 1 ,3,5-cycloheptatrien-l-yl, 
1,3,5-cycloheptatrien-7-yl, cycIoocten-1-yl, cycloocten-3-yl, cycloocten-4-yl, cycloocten-5-yl, 1 ,3-cyclooctadien-2-yl, 

1.3- cyclooctadien-1-yl, 1,3-cyclooctadien-5-yl, 1 ,3-cyclooctadien-6-yl, 1 ,4-cyclooctadien-3-yl, 1 ,4-cyclooctadien-2-yl, 

1.4- cyclooctadien-1-yl, 1 ,4-cyclooctadien-6-yl, 1 ,4-cyclooctadien-7-yl, 1 ,5-cyclooctadien-3-yl, 1 ,5-cyclooctadien-2-yf, 
1,3,5-cyclooctatrien-3-yl, 1 ,3,5-cyclooctatrien-2-yl, 1 ,3,5-cyclooctatrien-1-yl, 1 ,3,5-cyclooctatrien-7-yl, 1 ,3,6-cyclooc- 
tatrien-2-yl, 1 ,3,6-cycIooctatrien-l-yl, 1 ,3,6-cyclooctatrien-5-yl and 1 ,3,6-cyclooctatrien-6-yl. 

[0022] The term "C^. s alkoxy" used throughout the present specification refers to an alkoxy group of 1 to 6 carbons, 
and as preferred examples there may be mentioned methoxy, ethoxy, n-propoxy, iso-propoxy, sec-propoxy, n-butoxy, 
iso-butoxy, sec-butoxy, terf-butoxy, n-pentyloxy, iso-pentyloxy, sec-pentyloxy, n-hexoxy, iso-hexoxy, 1 ,1-dimethylpro- 
pyloxy, 1 ,2-dimethylpropoxy, 2,2-dimethylpropyloxy, 2-ethylpropoxy, l-methyl-2-ethylpropoxy, 1 -ethyl-2-methyIpro- 
poxy, 1,1,2-trimethylpropoxy, 1,1,2-trimethylpropoxy, 1,1-dimethylbutoxy, 1 ,2 -dimethyl butoxy, 2,2-dimethylbutoxy, 
2,3-dimethylbutyloxy, 1,3-dimethylbutyloxy, 2-ethylbutoxy, 1 ,3-dimethylbutoxy, 2-methylpentoxy, 3-methylpentoxy and 
hexyloxy. 

[0023] The term "C2-6 alkenyloxy" used throughout the present specification refers to an alkenyloxy group of 2 to 6 
carbons, and as preferred examples there may be mentioned vinyloxy, alfyloxy, 1-propenyloxy, 2-propenyloxy, isopro- 
penyloxy, 2-methyM -propenyloxy, 3-methy I- 1-propenyloxy, 2-methyl-2-propenyloxy, 3-methyl-2-propenyloxy, 1-bute- 
nyloxy, 2-butenyloxy, 3-butenyloxy, 1-pentenyloxy, 1 -hexenyloxy, 1 ,3-hexanedienyloxy and 1 ,6-hexanedienyloxy. 
[0024] The term "acyl" used throughout the present specification refers to an atomic group derived by removing the 
OH group from a carboxyl group of a carboxylic acid, and it is preferably a C 2 . 7 acyl group (an atomic group derived 
by removing the OH group from a carboxyl group of a C 2 . 7 carboxylic acid (more preferably fatty acid)), of which 
preferred examples include acetyl, propionyl, butyroyl and benzoyl. 
[0025] The term M C 

6-14 aromatic hydrocarbon ring group" used throughout the present specification refers to an 
aromatic hydrocarbon ring group composed of 6 to 14 carbons, and includes monocyclic groups as well as fused rings 
such as bicyclic and tricyclic groups. As specific examples of such groups there may be mentioned phenyl, indenyl, 
1-naphthyl, 2-naphthyl, azulenyl, heptalenyl, biphenyl, indacenyl, acenaphthyl, fluorenyl, phenalenyl, phenanthrenyl, 
anthracenyl, cyclopentacyclooctenyl and benzocyclooctenyl. 

[0026] The term "5- to 14-membered aromatic heterocyclic group" used throughout the present specification refers 
to a monocyclic, bicyclic or tricyclic 5- to 14-membered aromatic heterocyclic group comprising one or more hetero 
atoms selected from the group consisting of nitrogen, sulfur and oxygen. As specific examples of such groups there 
may be mentioned (i) nitrogen-containing aromatic heterocyclic groups such as pyrrolyl, pyridyl, pyridazinyl, pyrimidinyl, 
pyrazinyl, triazolyl, tetrazolyl, benzotriazolyl, pyrazolyl, imidazolyl, benzimidazolyl, indolyl, isoindolyl, indolidinyl, puri- 
nyl, indazolyl, quinolyl, isoquinolyl, quinolidyl, phthalazyl, naphthylidinyl, quinoxalyl, quinazolinyl, cinnolinyl, pteridinyl, 
imidazotriazinyl, pyrazinopyridazinyl, acridinyl, phenanthridinyl, carbazolyl, carbazolinyl, perimidinyl, phenanthrolinyl, 
phenacenyl, imidazopyridinyl, imidazopyrimidinyl, pyrazolopyridinyl, pyrazolopyridinyl, etc.; (ii) sulfur-containing aro- 
matic heterocyclic groups such as thienyl, benzothienyl, etc.; (iii) oxygen-containing aromatic heterocyclic groups such 
as furyl, pyranyl, cyclopentapyranyl, benzofuryl, isobenzofuryl, etc.; and (iv) aromatic heterocyclic groups containing 

2 or more different hetero atoms, such as thiazolyl, isothiazolyl, benzothiazolyl, benzothiadiazolyl, phenothiazinyl, iso- 
xazolyl, furazanyl, phenoxazinyl, oxazolyl, isoxazolyl, benzoxazolyl, oxadiazolyl, pyrazoloxazolyl, imidazothiazolyl, 
thienofuranyl, furopyrrolyl, pyridoxazinyl, etc. 

[0027] The term "5- to 14-membered non-aromatic heterocyclic group" used throughout the present specification 
refers to a monocyclic, bicyclic or tricyclic 5- to 1 4-membered non-aromatic heterocyclic group comprising one or more 
hetero atoms selected from the group consisting of nitrogen, sulfur and oxygen. As specific examples of such groups 
there may be mentioned pyrrolidyl, pyrrolyl, piperidyl, piperazyl, imidazolyl, pyrazolidyl, imidazoiidyl, morpholyl, tet- 
rahydrofuryl, tetrahydropyranyl, aziridinyl, oxiranyl and oxathiolanyl. Non-aromatic heterocyclic groups also include a 
pyridone ring-derived group, and a non-aromatic fused ring (for example, a phthalimide ring-derived group and a suc- 
cinimide ring-derived group). 
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[002B] The term "5- to 8-membered heterocycle" used throughout the present specification refers to a 5- to 8-mem- 
bered aromatic or non-aromatic heterocycle. 

[0029] The term "aryl" used throughout the present specification refers to an atomic group remaining after elimination 
of one hydrogen atom bonded to the ring of the aromatic hydrocarbon, and there may be mentioned phenyl, tolyl, xylyl, 
5 biphenyl, naphthyl, anthoryl and phenanthoryl. 

[0030] The term "alkylidene" used throughout the present specification refers to a divalent group derived by the loss 
of two hydrogen atoms from the same carbon of an aliphatic hydrocarbon (preferably a C A _ G alkane), and there may 
be mentioned ethylidene and the like. 

[0031] The expression "optionally substituted" appearing throughout the present specif ication has the same meaning 
10 as "having one or multiple substituents in any desired combination at substitutable positions". 

[0032] The term "hetero atom" used throughout the present specification refers specifically to oxygen, sulfur, nitrogen, 
phosphorus, arsenic, antimony, silicon, germanium, tin, lead, boron, mercury and the like, and preferably oxygen, sulfur 
and nitrogen. 

[0033] Throughout the present specification, the prefix "n-" signifies a normal type or primary substituent, "sec-" 
15 signifies a secondary substituent, "t- H signifies a tertiary substituent and "i- n signifies an iso type substituent. 

[0034] The definitions of ring B, R 101 , R 102 , R 103 , R 5 , R 6 , Y 1 ,Y 2 , and Ar in the compounds of the invention represented 
by the general formula (I) above are as explained above, but ring B is preferably a benzene ring or a 6-membered 
aromatic heterocycle containing 1 or 2 nitrogen atoms, with benzene ring and pyridine ring being more preferred. Thus, 
as more preferred examples among compounds with a benzene ring as ring B there may be mentioned a compound 
20 represented by the formula: 



25 



30 




35 [wherein R 104 and R 105 are the same or different and each represents hydrogen, C v6 alkoxy, C|. 6 alkyl or halogen; 
and R 101 , R 102 , R 5 , R 6 , Y 1 , Y 2 and Ar have the same definitions given above]. 

[0035] As more preferred examples among compounds with a 6-membered aromatic heterocycle containing 1 or 2 
nitrogen atoms as ring B there may be mentioned a compound represented by the formula: 



45 



50 




[wherein U represents N or CH (preferably N); V represents N or CR 101 (preferably CR 101 ); W represents N or CR 102 ; 
Z represents N or CR 105 ; one or two atoms selected from U, V, W and Z are N; and R 101 , R 102 R™5, R5, R6, Y 1 , Y 2 
55 and Ar have the same definitions given above]. 

[0036] Also, R 101 , R 102 and R 103 are each preferably a group selected from the group consisting of hydrogen, hal- 
ogen, C-,.6 alkyl, C A . 6 alkylaminocarbonyl, C^e alkoxy, C^e alkylamino and C 3 . 8 cycloalkyl. 

[0037] R 5 is preferably a group selected from the group consisting of hydrogen, C^. G alkyl and C^, G alkoxy-C^ alkyl, 
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and R 6 is preferably a group selected from the group consisting of hydrogen, 0,. 6 alkyl and C A _ 6 alkyloxycarbonyl 
optionally substituted with acyloxy. 

[0038] Y 1 preferably represents a single bond or-(CH 2 ) m -[wherein m represents an integer of 1 to 3] and Y 2 preferably 
represents a single bond or -CO-, there being more preferred (i) a combination that Y 1 is -CH 2 - and Y 2 is -CO-, and 
s (ii) a combination that Y 1 and Y 2 are both single bonds. 

[0039] Ar preferably represents hydrogen or a group represented by the formula: 



w 



15 




[wherein R 10 , R 11 , R 12 , R 13 and R 14 have the same definitions given above]. 
20 [0040] (i) When Y 1 is -CH 2 - and Y 2 is -CO-, Ar is preferably a group represented by the general formula (II) above, 
and (ii) when Y 1 and Y 2 are both single bonds, Ar is preferably hydrogen. 

[0041] R 10 , R 11 , R 12 R 13 and R 14 are the same or different and are each preferably a group selected from the group 
consisting of hydrogen, C^g alkyl, hydroxyl, C^g alkoxy, C^g alkylamino, C^g cycloalkylamino, acylamino, a 5- to 
14-membered non-aromatic heterocyclic group and C^g alkyloxycarbonyloxy, and especially R 10 and R 14 are more 

25 preferably hydrogen. Also, R 11 and R 12 or R 12 and R 13 may bond together to form a 5- to 8-membered heterocyclic 
ring (i) optionally having 1 to 4 hetero atoms selected from N, S and O and (ii) optionally substituted with at least one 
group selected from the group consisting of cyano, oxo, and C n . 6 alkyl, acyl, C^g alkanoyl, carboxyl, carbamoyl, C^g 
alkoxycarbonyl, C^g alkylaminocarbonyl, hydroxyl, C^g alkoxy, C 3 . 8 cycloalkyloxy, amino, C^g alkylamino, sulfonyl 
and a 5- to 14-membered non-aromatic heterocyclic group, each optionally substituted with at least one group selected 

30 from Substituent Group F M below: 

<Substituent Group F"> The group consisting of C^g alkyl, oxo, cyano, acyl, carboxyl and C^g alkoxy. 

[0042] The preferred group for (ii) above is the group consisting of cyano, oxo, C^g alkyl, cyano-C-j.g alkyl, C v6 acyl, 
35 carboxyl, C,_ 6 alkoxycarbonyl, C,_g alkylaminocarbonyl, hydroxyl and C^g alkoxy. 

[0043] Thus, as more preferred examples for Ar when R 10 and R 14 are hydrogen there may be mentioned a group 
represented by the formula: 



40 



45 




(IV) 



[wherein R 11 and R 13 have the same definitions given above, R 15 represents (1) hydrogen or (2) a group selected from 
so Substituent Group H above, and R 11 and R 15 may bond together to form a 5- to 8-membered heterocycle optionally 
substituted with at least one group selected from Substituent Group F above and optionally having 1 or 2 hetero atoms 
selected from N, S and O]; 
a group represented by the formula: 

55 
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R 



11 




OR 



OR 



15 



16 



(V) 



[wherein R 11 and R 15 have the same definitions given above, R 16 represents (1) hydrogen or (2) a group selected from 
Substituent Group H above, and R 11 and R 15 or R 15 and R 16 may bond together to form a 5- to 6-membered heterocycle 
optionally substituted with at least one group selected from Substituent Group F above and optionally having 1 or 2 
hetero atoms selected from N, S and O]; 
and a group represented by the formula: 



[wherein R 11 and R 15 have the same definitions given above, R 17 and R 18 are the same or different and each represents 
(1) hydrogen or (2) a group selected from Substituent Group I, and R 11 and R 15 , R 15 and R 17 , R 15 and R 18 or R 17 and 
R 18 may bond together to form a 5- to 8-membered heterocycle optionally substituted with at least one group selected 
from Substituent Group F above and optionally having 1 or 2 hetero atoms selected from N, S and O]. 
[0044] The term "salt" used throughout the present specification is not particularly restrictive so long as the salt is 
formed with a compound of the invention and is pharmacologically acceptable, but preferably there may be mentioned 
hydrogen halide acid salts (for example, hydrofluoride, hydrochloride, hydrobromide and hydroiodide), inorganic acid 
salts (for example, sulfate, nitrate, perchlorate, phosphate, carbonate and bicarbonate), organic carboxylate (for ex- 
ample, acetate, trifluoroacetate, oxalate, maleate, tartarate, fumarate and citrate), organosulfonate (for example, meth- 
anesulfonate, trifluoromethanesulfonate, ethanesulfonate, benzenesulfonate, toluenesulfonate and camphorsul- 
fonate), amino acid salts (for example, aspartate and glutamate), quaternary amine salts, alkali metal salts (for example, 
sodium salts and potassium salts) or alkaline earth metal salts (for example, magnesium salts and calcium salts), and 
more preferred as "pharmacologically acceptable salts" are hydrochloride, oxalate, trifluoroacetate and the like. 
[0045] The following may be mentioned as specific preferred examples of the compounds of the invention repre- 
sented by the general formula (I) and their salts explained above. 

[0046] 2-[2-(3,5-di-ferf-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-carboxy- 
lie acid methylamide trifluoroacetate; 2-[2-(3,5-di-ferf-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-6-dimethylamino-3-imino- 
2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide; 1 -(3,5-di-te/?-butyl-4-hydroxy-phenyl)- 
2-(7-fluoro-1-imino-5,6-dimethoxy-1,3-dihydro-isoindol-2-yl)-ethanone hydrobromide; 1-(8-terf-butyl-4-methyl-3,4-di- 
hydro-2H-benzo[1 ,4]oxazin-6-yl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide; 

2- [2-(3-ferf-butyl-4,5-dimethoxyphenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-carboxylic acid 
methylamide hydrobromide; 1 -(3,5-di-fert-butyl-4-hydroxy-phenyl)-2-(5-ethoxy-7-fluoro-1 -imino-6-methoxy-1 ,3-dihy- 
dro-isoindol-2-yl)-ethanone hydrobromide; 2-[2-(3-ter/-butyl-4-hydroxy-5-isopropoxy-phenyl)-2-oxo-ethyl]-6-ethoxy- 

3- imino-2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide; 6-[2-(8-ferf-butyl-4-methyl-3,4-dihy- 
dro-2H-benzo[1,4]oxazin-6-yl)-2-oxo-ethyl]-3-ethoxy-7-imino-6,7-dihydro-5H-pyrrolo[3 > 4-b]pyridine-2-carboxylic acid 
methylamide hydrochloride; 2-[2-(7-tert-butyl-3-methyl-3H-benzimidazol-5-yl)-2-oxoethyl]-6-ethoxy-3-imino-2,3-dihy- 
dro-1H-isoindole-5-carboxylic acid methylamide hydrobromide; 2-[2-(3-ter/-butyl-5-dimethylamino-4-hydroxy-phenyl)- 
2-oxoethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide; 5-{2-te/?-butyl- 

4- [2-(2-cyclopropyl-7-imino-5,7-dihydro-py^ acid 
trifluoroacetate; 5-{2-rerf-butyl-4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-(pyrrolidin- 
1 -yl)-phenoxy}-pentanoic acid trifluoroacetate; 2-[2-(3-fe/t-butyl-5-dimethylamino-4-methoxy-phenyl)-2-oxo-ethyl]- 
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6- ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide; 2-(1-{3-ferf-butyl- 

5- [2-(7-fluoro-1-imino-5,6-dimethoxy-1,3-dihydro-isoh^ 

acid trifluoroacetate; 2-(1 -{3-fer/-butyl-5-[2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-meth- 
oxy-phenyl}-pyrrolidin-3-y!oxy)-butyric acid trifluoroacetate; 1-(34ert-butyl-5-dimethylarnino-4-methoxy-phenyl)- 
2-(7-fluoro-lMmino-5 l 6-dimethoxy-1,3-dihydro-isoindol-2-yl)-ethanone hydrobromide; 2-[2-(3-tert-butyl-5-dimethyl- 
amino-4-methoxy-phenyl)-2-oxo-ethyl]-6-dimethylamino^^^^ acid methyla- 

mide hydrobromide; 6-[2-(3-ferf-butyl-5-dimethylamino-4-methoxy-phenyl)-2-oxo-ethyl]-3-ethoxy-7-imino-6 f 7-dihy- 
dro-5H-pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide hydrochloride; 2-[2-(3-ferf-butyl-5-ethoxy-4-methoxyphe- 
nyl)-2-oxo-ethyl]-6-dimethylamino-3-imino-2,3-dihydro-1 H-isoindole-5-carboxylic acid methylamide hydrobromide; 
2-[2-(3-tert-butyl-5-ethoxy-4-methoxyphenyl) 

acid methylamide hydrobromide; I^S-ferf-butyl-S-ethoxy^-methoxy-phenylJ^^S.e-diethoxy^-fluoro-l-imino-l ,3-di- 
hydro-isoindol-2-yl)-ethanone hydrobromide; 6-[2-(3-fe/t-butyl-5-ethoxy-4-methoxy-phenyl)-2-oxo-ethyl]-3-ethoxy- 

7- imino-6,7-dihydro-5H-pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide trifluoroacetate; {3-terf-butyl-5-[2- 
(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenoxy}-acetonitrile hydrobromide; 4- 
{3-te^butyl-5-[2-(7-fluoro-1-imino-5,6-dimethox^^ 

hydrobromide; 2-t2-(3-fe/t-butyl-5-cyanomethoxy-4-methoxy-phenyl)-2-oxo-ethyl]-6-dimethylamino-3-imino 

dro-1 H-isoindole-5-carboxylic acid methylamide hydrobromide; 2-{2-[3-tert-butyl-5-(3-cyano-propoxy)-4-methoxyphe- 

nyl]-2-oxo-ethyl}-6-dimethylamino-3-imino-2,3-dihydro-1 H-isoindole-5-carboxylic acid methylamide hydrobromide; 

2-[2-(8-fe/t-butyl-4-cyanomethyl-3,4^ 

1H-isoindole-5-carboxylic acid methylamide trifluoroacetate; 6-[2-(8-ferf-butyl-4-cyanomethyl-3,4-dihydro-2H-benzo 
[1,4]oxazin-6-yl)-2-oxo-ethyl]-3-ethoxy-7-imino-6,7-dihy acid methylamide 

trifluoroacetate; {8-terf-butyi-6-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2,3-dihydro-ben- 
zo[1 ,4]oxazin-4-yl]-acetonitrile trifluoroacetate; {8-fer?-butyl-6-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol- 
2-yl)-acetyl]-2,3-dihydro-benzo[1 ,4]oxazin-4-yl}-acetonitrile trifluoroacetate; {8-fert-butyl-6-[2-(2-cyclopropyl-7-imino- 
57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-2,3-dihydro^ trifluoroacetate; 2-[2- 

(S-fert-butyl^-cyanomethyl-S^-dihydro^H-benzon^loxa^^ 

dro-1 H-isoindole-5-carboxylic acid methylamide trifluoroacetate; 2-[2-(3-terf-butyl-5-cyanomethoxy-4-methoxy-phe- 
nyO^-oxo-ethylJ-e-ethoxy-S-imino^^-dihydro-IH-isoindole-S-carboxylic acid methylamide hydrobromide; 2- 
{2-[3-tert-butyl-5-(3-cyano-propoxy)-4-meto 

carboxylic acid methylamide hydrobromide; 1-(3-terf-butyl-5-ethoxy-4-methoxyphenyl)-2-(7-fluoro-1-imino-5,6- 
dimethoxy-1,3-dihydro-isoindol-2-yl)-ethanone hydrobromide; 2-[2-(3-rert-butyl-4-methoxy-5-morpholino-phenyl)- 
2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide; 1-(3-ferf-butyl- 
4-methoxy-5-morpholino-phenyl)-2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobro- 
mide; 1-(3-te/t-butyl-4-methoxy-5-moroholinophenyl)-2-(2-cyclopropyl-7-imino-5y-dihydro-pyrrolo[3,4-b]pyridin-6-yl)- 
ethanone hydrobromide; {3-ferf-buty l-5-[2- (5 ,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-meth- 
oxy-phenoxy}-acetonitrile hydrobromide; 4-{3-fert-butyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)- 
acetyl]-2-methoxy-phenoxy}-butyronitrile hydrobromide; 4-{3-ferf-butyl-5-[2-(2-cyclopropyl-7-imino-5,7-dihydro-pyrro- 
lo[3,4-b]pyridin-6-yl)-acetyl]-2-methoxyphenoxy}-butyronitrile hydrobromide; 1 -(3-ferf-butyl-5-dimethylamino-4-meth- 
oxy-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide; 1 -(3-tert-butyl- 
4-methoxy-5-morpholinophenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide; 

6- [2-(3-te/t-butyl-4-methoxy-5-moroholino-pheny^ 

ine-2-carboxylic acid methylamide hydrobromide; 2-fer^-butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro- 
isoindol-2-yl)-acetyl]-phenyl methanesulfonate hydrobromide; 2-rerf-butyl-4-[2-(5-dimethylamino-1 -imino-6-methyl- 
carbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl methanesulfonate hydrobromide; 2-/e/t-butyl-4-[2-(3-ethoxy-7-im- 
ino^-methylcarbamoyl-Sy-dihydro-pyrrolotS^-blpyridin-S-ylJ-acetyll-phenyl methanesulfonate hydrobromide; 
2-[2-(3-tert-butyl-4-cjyanomethoxy-5-dimethylamino-phenyl)-2-oxo-ethyl]-6-dimethylamino-3-imino-2,3-dihydro-1H- 
isoindole-5-carboxylic acid methylamide hydrobromide; 2-[2-(3-fer/-butyl-4-methoxy-5-(pyrrolidin-1 -yl)-phenyl)-2-oxo- 
ethyl]-6-ethoxy-3-imino-2,3-dihydro-1 H-isoindole-5-carboxylic acid methylamide hydrobromide; 1 -(3-ferf-butyl- 
4-methoxy-5-(pyrrotidin-1 -yl)-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobro- 
mide; 2-[2-(3-ferf-butyl-4-methoxy-5-(pyrrolidin-1-yl)-phenyl)-2-oxo-ethyl]-6-dimethylamino-3-imino-2,3-dihydro-1H- 
isoindole-5-carboxylic acid methylamide hydrobromide; 1-(3-tert-butyl-4-methoxy-5-(pyrrolidin-1-yl)-phenyl)-2-(2-cy- 
clopropyl-7-imino-5 ) 7-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-ethanone hydrobromide; 1 -(3-ferf-buty l-4-methoxy-5-(pyrroli- 
din-1 -yl)-phenyl)-2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide; 2-[2-(3-terf- 
butyl-5-isopropoxy-4-methoxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-carboxylic acid 
methylamide hydrobromide; 1-(3-ferf-butyl-5-isopropoxy-4-methoxy-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-di- 
hydro-isoindol-2-yl)-ethanone hydrobromide; 1-(3-ferf-butyl-5-isopropoxy-4-methoxyphenyl)-2-(7-fluoro-1-imino- 
5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide; ethyl 2-{8-fe/?-butyl-6-[2-(5-ethoxy-1-imino-6-meth- 
ylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl}-2,3-dihydro-benzo[1 ,4]oxazin-4-yl}-propionate hydrochloride; ethyl 2- 



15 



EP 1 391 451 A1 



{8-fe/t-butyl-6-[2-(3-ethoxy-7-imino-2-methylcaro^ 

benzo[1,4]oxazin-4-yl}-propionate hydrochloride; 2-[2-(3-dimethylamino-5-isopropyl-4-methoxy-phenyl)-2-oxo-ethyl]- 

6- ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide; 2-(5,6-diethoxy-7-fluoro-1- 
imino-1 ,3-dihydro-isoindol-2-yl)-1 -(3-dimethylamino-5-isopropyl-4-methoxy-phenyl)-ethanone hydrobromide; 2-[2-(3- 
fe/t-butyl-4-methoxy-5-methylamino-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dih ac- 
id methylamide hydrobromide; 6-[2-(3-terf-butyl-5-isopropoxy-4-methoxy-phenyl)-2-oxo-ethyl]-3-ethoxy-7-imino- 
6,7-dihydro-5H-pyrrolo[3,4-b]pyridine-2-carboxyIic acid methylamide trifluoroacetate; 2-[2-(3-ferf-butyl-5-isopropoxy- 
4-methoxy-phenyl)-2-oxo-ethyl]-6-dimethylamino-3-imino-2,3-dihydro-1 H-isoindole-5-carboxylic acid methylamide tri- 
fluoroacetate; 2-{2-[3-tert-butyl-5-(4-cyanopiperidin-1-yl)-4-mett^ 

dro-1H-isoindole-5-carboxylic acid methylamide hydrobromide; 1-(3-ferf-butyl-4-hydroxy-phenyl)-2-(5,6-diethoxy- 

7- fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide; 2-{8-ferf-butyl-6-[2-(5-ethoxy-1 -imino-6-methyl- 
carbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl}-2,3-dihydro-benzo[1 ,4]oxazin-4-yl}-2-methyJ-propanoic acid hydrochlo- 
ride; 2-{8-te/t-butyl-6-[2-(3-ethoxy-7-imino-2-me^ 

hydro-benzo[1 ,4]oxazin-4-yl}-2-methyl-propanoic acid hydrochloride; 2-terf-butyl-6-dimethylamino-4-[2-(5-ethoxy- 

1- imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl acetate hydrobromide; 2-{2-[3-fert-butyl-4-meth- 
oxy-5-(2-oxo-oxazolidin-3-yl)-phenyl]-2-oxo-ethyl}-6-ethoxy-3-i^^ acid meth- 
ylamide hydrobromide; 2- ferf-butyl-4-[2-(5,6-diethoxy-7-f luoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl ace- 
tate hydrobromide; 2-fert-butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl 
acetate hydrobromide; 1 -{3-ferf-butyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-meth- 
oxy-phenyl}-piperidin-4-one hydrobromide; 1-(3-fe/t-butyl-5-dimethylamino-4-methoxy-phenyl)-2-(5-ethoxy-7-fluoro- 
1 -imino-6-methoxy-1 ,3-dihydro-isoindol-2-yi)-ethanone hydrobromide; 2-{2-[3-terf-buty I -5 -(ethyl-methyl -am in o)- 
4-methoxy-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2,3-dihydro-1 H-isoindole-5-carboxylic acid methylamide hydrobro- 
mide; 6-{2-[3-fe/t-butyl-5-(ethyl-methyl-amino)-4-methoxy-phenyl]-2-oxo-ethyl}-3-ethoxy-7-imino-67-dihydro-5H-pyr- 
rolo[3,4-b]pyridine-2-carboxylic acid methylamide trifluoroacetate; 2-te/t-butyl-4-[2-(5,6-diethoxy-7-fluoro-1-imino- 
1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-dimethylamino-phenyl methanesulfonate hydrobromide; 1-[3-terf-butyl-5-(4-hy- 
droxy-piperidin-1 -yl)-4-methoxyphenyl]-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydro- 
bromide; 6-{2-[3-fe/t-butyl-5-(4-hydroxy-piperidin-1-yl)-4-methoxy-phenyl]-2-oxo-ethyl}-3-ethoxy-7-imino-6,7-dihydro- 
5H-pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide trifluoroacetate; 1 -[3-te/?-butyl-5-(4-hydroxypiperidin-1-yl)- 

4- methoxy-phenyl]-2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide; 1 -(3-te/t- 
butyl-5-dimethylamino-4-hydroxy-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydro- 
bromide; 6-[2-(3-ferr-butyl-5-dimethylamino-4-ethoxy-phenyl)-2-oxo-ethyl]-3-ethoxy-7-imino-6,7-dihydro-5H-pyrrolo 
[3,4-b]pyridine-2-carboxylic acid methylamide trifluoroacetate; 2-[2-(3-terf-butyl-5-dimethylamino-4-methoxy-phenyl)- 

2- oxo-ethyl]-6-dimethylamino-3-imino-2 J 3-dihydro-1 H-isoindole-5-carboxylic acid methylamide hydrobromide; 

1- (3-terf-butyl-4-methoxy-5-methylamino-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-eth- 
anone hydrobromide; 1 -[3-terf-butyl-5-(4-hydroxy-piperidin-1 -yl)-4-methoxyphenyl]-2-(5-ethoxy-7-f luoro-1 -imino- 
6-methoxy-1 ,3-dihydro-isoindol-2-yl hydrobromide; 2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)- 
1 -[3-dimethylamino-5-(1 -f luoro-1 -methyl-ethyl)-4-methoxyphenyl]-ethanone hydrobromide; 1 -[3-ferf-butyl-5-(3-hy- 
droxy-pyrrolidin-1 -yl)-4-methoxy-phenyl]-2-(5 ( 6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone trifluor- 
oacetate; 2-[2-(3-fer^butyl-5-ethylamino-4-methoxy-phenyl)-2-oxo-ethyl)-6-ethoxy-3-^mino-2,3-dihydro-1H-isoindole- 

5- carboxylic acid methylamide hydrobromide; 2-[2-(3-rerf-butyl-5-ethylamino-4-methoxy-phenyl)-2-oxo-ethyl]- 

6- ethoxy-3-imino-2 ) 3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide; 1-(3-fe/t-butyl-5-ethoxy- 
4-hydroxy-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide; 2-[2-(3-terf- 
butyl-5-ethoxy-4-hydroxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-carboxylic acid methyla- 
mide hydrobromide; 2-ferf-butyl-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-ethoxy-phenyl 
ethyl-carbamate hydrobromide; 2-terf-butyl-6-ethoxy-4-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol- 

2- yl)-acetyl]-phenyl ethyl-carbamate hydrobromide; 2-tert-butyl-6-(3-cyano-propoxy)-4-[2-(5,6-diethoxy-7-fluoro-1 -im- 
ino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl methanesulfonate hydrobromide; 1-(3-terf-butyl-4-methoxy-5-piperazin- 

1- yl-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1, 3-dihydro-isoindol-2-yl)-ethanone dihydrochloride; 2-(2-{3-ferr-butyl- 
4-methoxy-5-[(2-methoxyethyl)-methylamino]-phenyl}-2-oxo-ethyl)-6-dimethylamino-3-imino-2,3-dihydro-1H-isoin- 
dole-5-carboxylic acid methylamide hydrobromide; 1-[3-ferf-butyl-5-(2-hydroxyethylamino)-4-methoxy-phenyl]- 

2- (5,6-diethoxy-7-f luoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrochloride; 1-(3-terf-butyl-5-[(2-hydroxye- 
thyl)-methylamino]-4-methoxy-phenyl}-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone dihydro- 
chloride; 2-{2-[3-terf-butyl-5-(3,4-dihydroxy-pyrrolidin-1-yl)-4-methoxy-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2,3-di- 
hydro-1H-isoindole-5-carboxylic acid methylamide trifluoroacetate; 1-[3-ferf-butyl-5-(3-hydroxy-4-methoxy-pyrrolidin- 

1- yl)-4-methoxy-phenyl]-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone trifluoroacetate; (3-tert- 
butyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenylamino}-acetonitrile hyd- 
robromide; 1 -(3-rerf-butyl-4-hydroxy-5-morpholino-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol- 

2- yl)-ethanone hydrochloride; 1-{3-ferf-butyl-5-[ethyl-(2-hydroxyethyl)-amino}-4-methoxy-phenyl}-2-(5 l 6-diethoxy- 
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7-fluoro-1 -imino-1, 3-dihydro-isoindol-2-yl)-acetyl hydrochloride; (4-{3-tert>butyl-5-[2-(5,6-diethoxy-7-fluoro-1-imino- 
l^-dihydro-isoindol^-ylVacetyll^-methoxy-phenylJ-piperazin-l-yO-acetonitrile hydrobromide; 2-(2-{3-ferf-butyl- 
5-[(2-hydroxyethyl)-methylamino]-4-methoxyphenyl}-2-oxo-ethyl)-6-dimethylamino-3-im 

5-carboxylic acid methylamide dihydrochloride; 1 -{3- terf-butyl-5-[(3 -hydroxy p ropy l)-methy lam in o]-4-methoxy-ph enyl}- 

2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone dihydrochloride; 1 -{3-rerf-butylr5-[(2-hydroxye- 

thyl)-(2-methoxyethyl)-amino]-4-methoxy-ph 

anone dihydrochloride; 1-[3-te^butyl-5-(3-hydroxy-4-metho 

7-f luoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone trifluoroacetate; 1-(3-amino-5-fert-butyl-4-methoxy-phenyl)- 
2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide; 2-[2-(3-terf-butyl-5-isopropylami- 
no^-methoxy-phenyO^-oxo-ethyll-e-ethoxy-S-imino^.S-dihydro-l H-isoindole-5-carboxylic acid methylamide hydro- 
bromide; 1-[3-(4-acetyl-piperazin-1-yl)-5-te/?-buty^^ 

isoindol-2-yl)-ethanone hydrobromide; 1-[3-tert-butyl-5-(3-hydroxy-4-methoxy-pyrrolidin-1-yl)-4-methoxy-phenyl]- 
2-(5,6-diethoxy-7-fluoro-1 -imino-1, 3-dihydro-isoindol-2-yl)-ethanone trifluoroacetate; 1-[3-te/t-butyl-5-(3,4-dimethoxy- 
pyrrolidin-1-yl)-4-methoxy-phenyl]-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobro- 
mide; (4-{3-fe/?-butyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl}-piper- 
azin-1-yl)-acetic acid dihydrochloride; 1-{3-terf-butyl-5-[4-(2-hydroxyacetyl)-piperazin-1-yl]-4-methoxy-phenyl}- 
2-(5 ( 6-diethoxy-7-f luoro-1 -imino-1 ,3-dihydro-isoindol-2-yi)-ethanone hydrobromide; 4-{3-terf-butyl-5-[2-(5,6-diethoxy- 
7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl}-piperazine-1-carboxylic acid ethylamide hydro- 
bromide; ethyl (4-{3-te/t-butyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phe- 
nyl}-piperazin-1-yl)-acetate dihydrochloride; 1-{3-fe/t-butyl-4-methoxy-5-[4-(2-methoxy-acetyl)-pipera2in-1-yl]-phe- 
nyl}-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide; 1 -(4-{3-ferf-butyl-5-[2-(5,6-di- 
ethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyi}-piperazin-1 -yl)-propan-1 -one hydrobro- 
mide; 1 -[3-tert-butyl-5-(3-ethoxy-4-hydroxypyrrolidin-1 -yl)-4-methoxy-phenyl]-2-(5,6-diethoxy-7-f luoro-1 -imino-1 ,3-di- 
hydro-isoindol-2-yl)-ethanone trifluoroacetate; 1-(3,5-di-ferf-butyl-4-hydroxyphenyl)-2-(7-imino-2-methyl-57-dihydro- 
pyrrolo[3,4-b]pyridin-6-yl)-ethanone hydrochloride; 1-(3,5-di-terf-butyl-4-hydroxy-phenyl)-2-(3-ethoxy-7-imino-2,4- 
dimethyl-5,7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-ethanone hydrobromide; 2-[2-(3,5-di-terf-butyl-4-hydroxy-phenyl)-2- 
oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-carboxamide hydrobromide; 2-[2-(8-tert-butyl-4-methyl- 
3,4-dihydro-2H-benzo[1,4]oxazin-6-yl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-carboxylic acid 
methylamide hydrobromide; 6-[2-(3,5-di-fe/t-butyl-4-hydroxyphenyl)-2-oxo-ethyl]-3-ethoxy-7-imino-6 l 7-dihydro-5H- 
pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide hydrochloride; 1 -(3,5-di-terf-butyl-4-hydroxy-phenyl)-2-(2-ethyl- 
7-imino-5,7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-ethanone hydrobromide; 2-(2-cyclopropyl-7-imino-5,7-dihydro-pyrrolo 
[3,4-b]pyridin-6-yl)-ethanone)-1-(3,5-di-tert-butyl-4-hydroxy-phenyl)-ethanone hydrobromide; 2-[2-(8-ferf-butyl-3-oxo- 
3,4-dihydro-2H-benzo[1,4]oxazin-6-yl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-carboxylic acid 
methylamide hydrobromide; and 1 -(3-tert-butyl-5-isopropylamino-4-methoxy-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imi- 
no-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide. 

[0047] Production processes for compounds of the invention and salts thereof will now be described. Various proc- 
esses are possible for production of the compounds of the invention represented by the general formula (I) above and 
their salts, and the synthesis may be carried out by ordinary organic synthesis methods. The following representative 
production processes will now be presented. 

[Representative production processes] 

[0048] Compounds represented by the general formulas (A1-c) and (A1-c*), which are aromatic or heteroaromatic 
ring-fused cyclic amidines, may be synthesized from (A1-a) and (A1-b) by the methods described later 

<Production Process A> 

[0049] A process of synthesizing the aromatic or heteroaromatic ring-fused cyclic amidine compounds (A1 -c) and 
(A1-c'), and compound (A3-b), imino-protected compound (A1-c). 
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Slept v' X, v^\ Step 2 




NHXX^* 




(Al-C) (A1-C) 

X5=Cu Br cpirn^ X1'=N or CR1\X2=N or CR2\ 

X1 -N or CR1 , X2=N or CR2, * 5 CKBr CF3C ° 2 " X3 - =N or C R3\X4*=N or CR4* 

X3=N or CR3, X4=N or CR4 X5'=CkBr-,CF3C02- 



[0050] This scheme is a method of synthesizing (A1 -c) from (A1 -a) and (A1 -b) by the methods described later. 
[0051] In the formulas, Ar and Ar" have the same definition as Ar in the compounds represented by formula (I) in 
claim 1 . R1 , R2, R3, R4 and R5, and R1\ R2\ R3\ R4* and R5' are defined in Production Process B onward. 
[0052] Step 1 is a coupling reaction between compounds (A1 -a) and (A1 -b). Compound (A1 -c) may be obtained from 
these compounds by dissolving both compounds in dimethylformamide, acetonitrile, an alcohol or the like, and selecting 
the temperature conditions from room temperature to reflux temperature. As an alternative method, (A1-a) may be 
reacted with sodium hydride in a solvent such as tetrahydrofuran or dimethylformamide and then reacted with (A1-b) 
at room temperature or while cooling on ice to obtain a salt free form of (A1-c), which may then be treated with any of 
various acids. Preferably, it is reacted with a 5 N hydrogen chloride or 5 N hydrogenbromide acetic acid solution in an 
organic solvent to yield (A1-c) as an ammonium salt. 

[0053] Step 2 is a step of partial structural modification after Step 1 to yield compound (A1-c'). In this step, in cases 
where (A1-c) contains a terf-butyl group as the protecting group of carboxyl or a terf-butyloxycarbonyl group as the 
protecting group of amino or amide hydrogen, deprotection is accomplished by reaction with 5 N hydrogen chloride in 
an organic solvent such as ethyl acetate or dioxane, using trifluoroacetic acid, if necessary diluting with dichlorometh- 
ane, to yield (A1-c'). When (A1-c) contains an alkyl ester, heating to reflux may be accomplished in concentrated 
hydrochloric acid for hydrolysis to yield (A1-c') as a carboxylic acid. When (A1-c) contains tetrahydropyranyl, meth- 
oxymethyl or trialkylsilyl as a hydroxyl-protecting group, it may be deprotected by using 5 N hydrogen chloride in a 
water-containing organic solvent such as ethyl acetate and dioxane, trifluoroacetic acid or dilute hydrogen chloride in 
a solvent such as tetrahydrofuran and an alcohol, to yield (A1-c'). When (A1-c) contains benzyl as the protecting group 
for hydroxyl or carboxyl, or when it contains a double bond, the deprotecting reaction or conversion to a saturated 
compound may be accomplished by hydrogenation in a solvent such as ethyl acetate or an alcohol, in the presence 
of a metal catalyst'such as palladium hydroxide, to yield (A1 -c'). When (A1 -c) has carboxyl, it may be converted to an 
ester under acidic alcohol conditions or to an amide derivative under condensing conditions to yield (A1-c'). When 
(A1 -c) has cyano, it may be converted to a carboxylic acid or carboxamide under hydrolyzing conditions to yield (A1 -c'). 



(Scheme A-2) 




Br 



(A2-a) (A2-b) (A1-c) 

X6=CH2 or N X5=CI-,Br-,CF3C02- 

R5=H 



[0054] This scheme is a method synthesizing compound (A1 -c) from compounds (A2-a) and (A2-b). The compound 
represented by (A2-a) is one of the intermediates shown in Production Processes B to H, or a compound which can 
be easily converted from one of the intermediates. 

[0055] In the formulas, Ar has the same definition as Ar in the compound represented by formula (I) in claim 1 . X1 , 
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X2, X3 and X4 have the same definitions as X1 , X2, X3 and X4 in Scheme A-1 . 

[0056] Step 1 is a reaction for alkylation of the amino group and subsequent ring closure of the secondary amine 
produced thereby, in an one-pot synthesis. The both compounds are reacted in a dimethylformamide solvent from 
room temperature to 100°C. However, when the compound represented by (A2-b) is an amine salt, the reaction is 
conducted in the presence of 1,8-diazabicyclo[5.4.0]undec-7-ene. 




Step 1 

CIC02R or 
<A3-a) 



X3 



/ X 1. 



N _-C0 2 R' 




Ar 



R 5 O 



< A1 .(X .O. .R 6 



(A3-b) 
R'=R or CH20C(0)R6 

X Jo b 

0 2 N 



(A3-a) 



[0057] This scheme is a method of protecting the imino group of compound (A1 -c). In the formulas, Ar has the same 
definition as Ar in the compound represented by formula (I) in claim 1 . X1 , X2, X3, X4 and R5 have the same definitions 
as X1 , X2, X3, X4 and R5 in Scheme A-1 . R represents optionally substituted alkyl or alkenyl, and R6 represents alkyl. 
[0058] Step 1 is a reaction for introduction of a substituent at the imino group. An alkyl chlorocarbonate or a carbonate 
having nitrophenol as a leaving group (A3-a), is reacted therewith by reaction in a two-layer system using a base such 
as a 1 N aqueous sodium hydroxide solution or saturated bicarbonate water, in a solvent such as tetrahydrofuran, to 
yield (A3-b). 



(Scheme A- 4) 



Br H 
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X=CI or Br 
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(A1-b) 



[0059] This scheme is a method of synthesizing a 2-halogeno-1-ethanone derivative represented by (A1-b) in 
Scheme A-1 from (A4-a), (A4-b) or (A4-c). In the formulas, Ar has the same definition as Ar in the compound represented 
by formula (I) in claim 1. 

[0060] Step 1 is carried out by the following 3 methods corresponding to the starting compounds (A4-a), (A4-b) and 
(A4-c), respectively. 

(1) Compound (A4-a) may be treated with a halogenating reagent in the presence of an appropriate solvent to 
yield (A1-b). Preferably, (A4-a) is continuously treated with terf-butyldimethylsilyl trifluoromethanesulfonate, N- 
bromosuccinimide or N-chlorosuccinimide in tetrahydrofuran in the presence of triethylamine, to yield (A1 -b). More 
preferably, (A4-a) is treated with tetrabutylammonium tribromide in a solvent mixture of dichloromethane and meth- 
anol or in acetic acid to yield (A1-b). 
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(2) After introducing ethanolether as a methyl ketone equivalent at the bromide position of (A4-b) by Stille coupling 
in an appropriate solvent, the resulting compound may be treated with a halogenating reagent to yield (A1-b). 
Preferably, (A4-b) is treated with tributyl(1-ethoxyvinyl)tin, tetrakis(triphenylphosphine)palladium and cesium flu- 
oride in toluene or 1 ,4-dioxane while heating and ethyl vinyl ether is introduced, and then halogenation is carried 
out with N-bromosuccinimide or N-chlorosuccinimide to yield (A1 -b). Alternatively, introduction of ethyl vinyl ether 
at the bromide position of (A4-b) may be followed by treatment with preferably 5 N hydrochloric acid-acetone under 
appropriate acidic conditions to yield (A4-a). 

(3) Compound (A4-c) may be treated with a Lewis acid catalyst and Friedel-Crafts acylating reagent in an appro- 
priate solvent to directly yield (A1 -b). Preferably, (A4-c) is treated with bromoacetyl chloride or chloroacetyl chloride 
in dichloromethane in the presence of aluminum chloride to yield (A1-b). 



[0061] An aromatic or heteroaromatic ring-fused amidine represented by (A1 -a) may be synthesized by either Pro- 
duction Process B or C below. Production Process B is a process utilizing a regioselective reduction reaction on a 
phthalonitrile derivative. 



<Production Process B> 



[0062] A process for synthesis of an aromatic or heteroaromatic ring-fused amidine represented by (A1-a) as the 
starting material for Scheme A-1 of Production Process A, utilizing a regioselective reduction reaction on a phthalonitrile 
derivative. 




[0063] This scheme is a method of synthesizing benzamidine derivatives (B-c) and (B-d) from compound (B-a). The 
definition of X4 in the formulas is the same as X4 in Scheme A-1 of Production Process A. R1 and R4 represent 
hydrogen, halogeno, optionally substituted alkyl or optionally substituted alkoxy. R2 and R3 represent hydrogen, hal- 
ogeno, optionally substituted alkyl, optionally substituted alkenyl, optionally substituted alkoxy, optionally substituted 
amino, optionally substituted carboxyl, optionally substituted aminocarbonyl, optionally substituted aminosulfonyl, op- 
tionally substituted sulfonylamino or optionally substituted alkanoylamino. 

[0064] Step 1 is a reaction for introduction of a cyano group. Compound (B-b) may be obtained by heating compound 
(B-a) and copper (I) cyanide at 140-1 60°C in a solvent such as dimethylformamide, dimethylsulfoxide, N-methylpiperi- 
done or hexamethylphosphoramide or a mixture thereof. 

[0065] Step 2 is a reaction of regioselective reduction of (B-b) and subsequent ring closure of the resulting amine in 
the system. The reaction conditions may be selected from the following 4 types: 1) hydrogenation reaction using a 
metal catalyst such as platinum oxide, platinum-carbon or palladium-carbon in a solvent such as ethyl acetate or an 
alcohol or a mixture thereof, at room temperature and normal pressure, 2) hydride reduction by reaction with diisobutyl 
aluminum hydride, lithium aluminum hydride or the like on ice or at room temperature in a solvent such as tetrahydro- 
furan or diethyl ether, 3) reaction with sodium borohydride in the presence of trif luoroacetic acid, 4) reaction with sodium 
borohydride in the presence of cobalt chloride orthe like. Compound (B-d) is also obtained as a result of the substitution 
on (B-b), but it may be separated and purified by silica gel column chromatography, and both isomers may be used 
for the reaction represented by Scheme A-1 . When a benzylamine derivative is obtained which does not undergo ring 
closure under reducing reaction conditions, it may be adsorbed onto silica gel and allowed to stand at room temperature 
from 3 hours to 1 day to yield a cyclic amidine (A1 -a). 

[0066] Compound (B-a) and (B-b) above may also be purchased, or optionally synthesized by any of the methods 
from Scheme B-1 to Scheme B-15 described below. 
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(Scheme B-l) 
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-A Stepl R5 °VS 
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(B1-a) 



R5X 
[X=Br,l] 



Step 2 J 



(B1-b) 



(B1-C) 



[0067] This scheme is a general synthesis method for a fluorocatechol derivative. In the formulas, R5 represents an 
optionally substituted alkyl or cycloalkyl. 

[0068] Step 1 is a method for alkylation of the two hydroxyl groups of (B1 -a). Compound (B1 -b) may be obtained by 
reaction with an alkyl halide in a solvent such as dimethylformamide, acetonitrile or acetone in the presence of an 
inorganic base such as potassium carbonate or cesium carbonate, at a temperature from room temperature to reflux 
temperature. 

[0069] Step 2 is a step of regioselective dibromination. Compound (B1 -c) may be obtained by a method of reaction 
with bromine or N-bromosuccinimide in a solvent such as an alcohol or acetonitrile, either while cooling on ice or at 
room temperature, or by a method of reaction with bromine in an acetic acid solvent in the presence of sodium acetate, 
from room temperature to 80°C. 

[0070] Conversion of an alkyl group of compound (B1 -c) may be accomplished by the following method. 
(Scheme B-2) 



(B1-c) 
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(B2-a) 



(B2-b) 



[0071] This scheme is a method for synthesis of a fluorocatechol derivative (B2-b) with different substituents. In the 
formulas, R5 and R6 each represent an optionally substituted alkyl or cycloalkyl. 

[0072] Step 1 is a step of selective removal of an alkyl group. Compound (B2-a) may be obtained by reaction with 
two equivalents of aluminum chloride in dichloromethane, from freezing to room temperature. 
[0073] Step 2 is a step of alkylation, where compound (B2-b) may be obtained similarly to Step 1 of Scheme B-1 . 
[0074] Hydroxyl may then be reductively removed from compound (B2-a). 



(Scheme B-3) 
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[0075] This scheme is a method for synthesis of compound (B3-d) from compound (B3-a). In the formulas, R5 rep- 
resents an optionally substituted alkyl or cycloalkyl. 

[0076] Step 1 is a step of removal of alkyl of the compound represented by (B3-a), which may be synthesized by the 

method of Scheme B-1 . Compound (B3-b) may then be obtained similarly to Step 1 of Scheme B-2. 

[0077] Step 2 is a step of conversion of hydroxyl to a trifluoromethanesulfonate (triflate). Compound (B3-c) may be 

obtained by reaction with trifluoromethanesulfonic anhydride in a solvent such as dichloromethane in the presence of 

a base such as triethylamine or pyridine, or by reaction with compound (B3-e) in the presence of triethylamine or 

dimethylaminopyridine. 

[0078] Step 3 is a reaction for reductive removal of the triflate. It may be carried out by heated reaction with a palladium 
catalyst in dimethylformamide in the presence of formic acid and tributylamine. The palladium catalyst used may be 
bis(triphenylphosphine)palladium dichloride, and the method is preferably ligand substitution with a bidentate ligand 
such as diphenylphosphinopropane or the like. 
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(Scheme B-4) 
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[0079] This scheme is a method for synthesis of a catechol derivative from a commercially available compound 
(B4-a). In the formulas, R7 represents an optionally substituted alkyl or cycloalkyl group. 
40 [0080] Step 1 is a dealkylation step. Compound (B4-a) may be reacted with boron tribromide in a solvent such as 
dichloromethane to yield (B4-b). 

[0081] Step 2 is an alkylation step. Compound (B4-c) may be obtained similarly to Step 1 of Scheme B-1 . 
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(Scheme B-4 • ) 
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[0082] This scheme is a method for synthesis of cyclic catechol derivatives (B4-d) and (B4-e). In the formulas, R 
55 represents hydrogen, alkyl or alkyloxycarbonyl. R' represents alkyl optionally substituted with hydroxyl or alkoxy. 

[0083] Step 1 is a step of alkylation followed by cyclization, and the reaction conditions may be according to the 
method of alkylation in Step 1 of Scheme B-1 . 

[0084] Step 2 is a substitution reaction wherein R of (B4-d) is alkyloxycarbonyl. Compound (B4-e) may be obtained 
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by reduction of the ester group with lithium borohydride or etherification with sodium hydride and an alkylating agent. 



w 



(Scheme B-5) 
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[0085] This scheme is a method for synthesis of a monosubstituted alkoxy derivative using a 3- or4-nitrophthalonitrile 
is substitution reaction, as described in C.C. Leznoff et al., Can. J. Chem., 72, 1990(1994). In the formulas, R8 represents 
optionally substituted alkyl or cycloalkyl. 
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[0086] This scheme is a method for synthesis of monosubstituted alkoxy derivatives (B6-b), (B6-c) and (B6-d). In 
the formulas, R represents alkyl, R9 and R10 represent hydrogen or optionally substituted alkyl, and R11 represents 
optionally substituted alkyl. 

[0087] Step 1 is a reaction for alkylation of compound (B6-a). Compound (B6-b) may be obtained similarly to Step 
1 of Scheme B-1 , using an a-bromoester as the alkylating agent. 

[0088] Step 2 is a reaction for reduction of an ester. Compound (B6-c) may be obtained by reaction with lithium 
borohydride in a tetrahydrofuran solution of (B6-b) [R = Et or Me] while cooling on ice. 

[0089] Step 3 is a step of ether synthesis by alkylation. Compound (B6-d) may be obtained by reaction with sodium 
hydride in a solvent such as tetrahydrofuran or dimethylformamide, followed by reaction with an alkyl halide. 
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(Scheme B-7) 
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[0090] This scheme is a method for synthesis of a para-substrtuted dialkoxy derivative (B7-b) by alkylation similarly 
to Step 1 of Scheme B-1 . In the formulas, R12 represents optionally substituted alkyl or cycloalkyl. 



(Scheme B-8) 




CI-HCI 
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Step 1 




[0091] This scheme is a method for synthesis of a 4-pyridinol derivative (B8-a). 

[0092] Step 1 accomplishes etherification at the 4 position of the pyridine. Compound (B8-a) may be obtained by 
reaction with compound (B8-b) while heating to reflux in an alcohol solvent, in the presence of aqueous sodium hy- 
droxide. 



(Scheme B-9) 
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[0093] This scheme is a method for synthesis of a substituted sulfonamide derivative (B9-b). In the formulas, R3 
represents hydrogen or optionally substituted alkoxy, and R13 and R14 represent hydrogen or optionally substituted 
alkyl. R13 and R14 may also form a ring with the N. R15 represents optionally substituted alkyl. 
[0094] Step 1 is a step of amidation. Compound (B9-b) may be obtained by reaction with aqueous ammonia or an 
aqueous alkylamine solution, or an organic solvent solution, in a solvent such as tetrahydrofuran or dimethylformamide. 
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[0095] Synthesis of compound (B9-f), corresponding to compound (B9-a) wherein R3 is alkoxy, may be carried out 
in the following manner. 

[0096] Step 2 is a step of alkylation, which may be carried out similarly to Step 1 of Scheme B-1 . 
[0097] Step 3 is a step of regios elective bromination, which may be carried out similarly to Step 2 of Scheme B-1 . 
5 [0098] Step 4 is a reaction for introduction of a chlorosulfonyl group. Compound (B9-f) may be obtained by reaction 
with chlorosulfonic acid in a solvent such as dichloromethane. 



(Scheme B-10) 
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[0099] This scheme is a production method for a monosubstituted carboxamide derivative (B1 0-e) or ester (B1 0-c). 
In the formulas, R16 and R17 represent hydrogen or optionally substituted alkyl. R16 and R17 may also form a ring 
with the N. 

30 [0100] Step 1 is a regioselective bromination reaction. Compound (B10-b) may be obtained by reaction with N- 
bromosuccinimide in concentrated sulfuric acid at room temperature. 
[0101] Step 2 is a step of dinitrilation similarly to Step 1 of Scheme B. 

[0102] Step 3 is a step of synthesizing a carboxylic acid from an ester with cyano. Compound (B1 0-d) may be obtained 
by reaction with lithium iodide in a dimethyiformamide solvent. 

35 [0103] Step 4 is a step of amidation. Compound (B10-e) may be obtained by any of the following 3 methods. 1) A 
method of reaction with an alky! chlorocarbonate in a solvent such as tetrahydrofuran, ethyl acetate or dichloromethane, 
in the presence of a base such as triethylamine, to produce a mixed acid anhydride in the reaction system, followed 
by reaction with an organic solvent solution or aqueous solution of an amine. 2) A method of reaction with an amine 
together with a condensation agent such as dicyclohexylcarbodiimide or a water-soluble carbodiimide, in a solvent 

to such as tetrahydrofuran, acetonitrile or dichloromethane, in the presence of hydroxybenzotriazole. 3) A method of 
activation of the carboxyl group with triethylamine and diethyl cyanophosphonate and reaction with an amine. 
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(Scheme B-ll) 




(B11-d) (B1l-e) 



[0104] This scheme is a synthesis method for aniline derivatives (B11-b) and (B11-c). In the formulas, A represents 
alkanoyl, alkylsulfonyl, optionally substituted aminocarbonyl or alkoxycarbonyl. R3 represents hydrogen or optionally 
substituted alkoxy, and R18 and R19 represent optionally substituted alkyl or cycloalkyl. 

[0105] Step 1 is a step of introducing a substituent at the amino group. Compound (B11-b) may be obtained by 
reaction with an acid chloride, alkyl chlorocarbonate or alkylsulfonyl chloride in a solvent such as tetrahydrofuran, ethyl 
acetate or dichloromethane or in the absence of a solvent, and in the presence of a base such as pyridine, or alterna- 
tively for synthesis of a urea derivative, by reaction with triphosgene in the presence of a base such as triethylamine 
or dimethylaminopyridine followed by reaction with an organic solvent solution or aqueous solution of an amine. 
[0106] Step 2 is a step of N-alkylation reaction. This may be accomplished by reaction with an alkyl halide in a 
dimethylsulfoxide solvent, in the presence of sodium hydroxide powder. Alternatively, compound (B11-c) may be ob- 
tained by reaction with sodium hydride in a solvent such as tetrahydrofuran or dimethylformamide, followed by reaction 
with an alkyl halide. 

[0107] Compound (B11-a) wherein R3 is an alkoxy group may be synthesized in the following manner using com- 
pound (B11-d) which can be synthesized by the method described in C.C. Leznoff et al., Can. J. Chem., 73, 435(1995). 
[0108] Step 3 is a step of reduction of the nitro group to yield an aniline. Compound (B11-e) may be obtained by 
adding iron powder in an alcohol solvent in the presence of ammonium chloride powder, and heating to reflux. 

(Scheme B-12) 
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[0109] This scheme is a method for synthesis of phenylacetic acid derivatives (B12-e, f, h). In the formulas, R20 
represents hydrogen, optionally substituted alkyl or alkoxy. R21 and R24 represent alkyl, and R22 and R25 represent 
optionally substituted alkyl. R23 represents R20 or R22, and R26 represents hydrogen or R25. R27 and R28 represent 
hydrogen or optionally substituted alkyl. 

[0110] Step 1 is a step of substitution reaction at the nitro group of compound (B12-a) with a malonate derivative. 
When R20 in compound (B12-i) is hydrogen, compound (B12-b) may be obtained under the conditions described in 
M.P. Roze et al., Zh. Org. Khim, 28, 827(1 992), or when R20 is a group other than hydrogen, it may be obtained by a 
method of using sodium hydride in dimethylformamide on the corresponding malonate to generate an anion, followed 
by reaction with compound (B12-a). When R20 is H, an alkyl group may also be introduced in other way. 
[0111] Step 2 is a step of alkylation on the malonate ot-carbon. Compound (B12-c) may be obtained by using sodium 
hydride in dimethylformamide to generate an anion, followed by reaction with an alkyl halide. 

[0112] Step 3 is a step of decarboxylation of compound (B12-b) or (B12-c). When R6 is ethyl or methyl, compound 
(B12-d) may be obtained by reaction with aqueous lithium hydroxide in a solvent mixture of tetrahydrofuran and alcohol 
for hydrolysis, followed by heating to reflux for decarboxylation. When R6 is ferf-butyl, the dicarboxylic acid obtained 
by treatment with trifluoroacetic acid may be heated to reflux in xylene for decarboxylation. 

[0113] Step 4 is a step of esterification. When R24 is methyl, this may be accomplished by reaction with trimethyls- 
ilyldiazomethane in an acetonitrile and alcohol solvent. When R24 is ferf-butyl, it may be accomplished by reaction 
with di-te/?-butyl dicarbonate in terf-butyl alcohol in the presence of dimethylaminopyridine, or by reaction with dimeth- 
ylformamide di-terf-butylacetal. 
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[0114] Compounds (B12-f) and (B12-h) having quaternary carbons may also be synthesized. 

[0115] Step 5 is a step of alkylation of compound (B12-e) [R24 = tBu], wherein compound (B12-f) may be obtained 

similarly to Step 2 above. 

[01 1 6] Step 6 is a step of conversion to a carboxyl group. Compound (B1 2-g) may be obtained by dissolution at room 
temperature in trifluoroacetic acid diluted with an organic solvent such as dichloromethane. 

[0117] Step 7 is a step of obtaining compound (B12-h) according to the method of Scheme B-10, Step 4, under 
conditions for amidation of compound (B12-d) or (B12-g). 



(Scheme B-13) 
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[0118] This scheme is a method for synthesis of compounds (B13-e), (B13-g) and (B13-h)from compound (B13-a). 
In the formulas, R29 and R31 represent optionally substituted alkyl, R30 represents hydrogen or R29, and R represents 
lower alkyl. 

[0119] Step 1 is a step of reduction of ester. Compound (B13-b) may be obtained by reaction with lithium borohydride 
in tetrahydrofuran while cooling on ice. 

[0120] Step 2 is a step of obtaining compound (B13-c) by Swern oxidation. 

[01 21] Step 3 is a step of introducing an alkyl group. Compound (B1 3-d) may be obtained by using a Grignard reagent 
in a solvent such as tetrahydrofuran. The obtained compound (B1 3-b) or (B1 3-d) may be converted to a dinitrile (B1 3-e) 
by conducting Step 4 using the conditions for Scheme B, Step 1 . Conversion to a styrene derivative is also possible. 
[0122] Step 5 is a step of obtaining compound (B13-f) through oxidation of the hydroxyl group by Swern oxidation. 
[01 23] Step 6 is a step of conversion to a conjugated ester. Compound (B1 3-g) may be obtained by Horner-Emmons 
reaction or Wittig reaction. Conversion from (B13-e) to an alkoxy derivative is also possible. 

[0124] Step 7 is a step of alkylation of the hydroxyl group, wherein compound (B13-h) may be obtained similarly to 
Scheme B-6, Step 3. 

[0125] A compound represented by (B-b) in Scheme B may also be synthesized from readily available phthalic an- 
hydride by the method described in D. Wohrleetal., Synthesis, 194(1993), R.D. George et al., J. Heterocyclic. Chem., 
32, 495(1 995) or by the method shown in the following Scheme B-1 4. 
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(Scheme B-14) 
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[0126] This scheme is a method for synthesis of compound (B-b) using phthalic anhydride as the starting material. 
R1 , R2, R3 and R4 have the same definitions as in Scheme B. 

[0127] Step 1 is a step of synthesizing a phthalic acid monoester. Compound (B14-b) may be obtained by heating 
25 to reflux in isopropanol. 

[0128] Step 2 is a step of conversion to a carboxamide, wherein compound (B14-c) may be obtained by the method 
described in Scheme B-10, Step 4. 

[0129] Step 3 is a step of obtaining a carboxamide from the ester. Compound (B14-d) may be obtained by heating 
to reflux in an ammonia-saturated alcohol solvent. 
30 [0130] Step 4 is a step of synthesizing a nitrile by dehydration of the carboxamide. A compound represented by (B- 
b) may be obtained by reaction with trifluoroacetic anhydride in a solvent such as tetrahydrofuran in the presence of 
pyridine, while cooling on ice. 



(Scheme B-15) 



40 




(B15-a) (B15-b) 

45 [0131] This scheme is a method for converting compound (B15-a) to a dinitrile in a single step to synthesize a trif- 
luoromethyl-substituted derivative (B15-b). 

[0132] Step 1 is a step of introducing a cyano group. Compound (B15-b) may be obtained by heating a dimethylfor- 
mamide solution of compound (B15-a) at 110°C in the presence of sodium cyanide. 

[0133] The compounds represented by (A1-a) in Production Process A, Scheme A-1 may also be synthesized by 
50 the following Production Process C via reduction of an azide group. 



55 



29 



EP 1 391 451 A1 



<Production Process C> 
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[0135] This is a process for synthesizing a compound represented by (A1-a) in Production Process A, Scheme A-1 
by reduction of the azide group. 

[0136] In the formulas, R5 represents hydrogen or optionally substituted alkyl. 

[0137] Step 1 is a step of reducing the azide group of compound (C-a) and synthesizing a cyclic amidine by ring 
closure of the resulting amine, and compound (A1-a) may be obtained by either of the following two methods. 1) A 
reaction using an organophosphorus reagent such as triphenylphosphine or triethylphosphine in a hydrous tetrahy- 
drofuran solvent, or 2) a hydrogenation reaction using a metal catalyst such as palladium-carbon in ethyl acetate, 
alcohol or a mixture thereof. 

[01 38] A benzylamine derivative may be obtained under reducing reaction conditions without promoting ring closure, 
by adsorption on silica gel and standing at room temperature from 3 hours to 1 day, to yield a cyclic amidine (A1-a). 
[0139] A compound represented by (C-a) may be synthesized by selecting any of Production Processes D to H 
below, which differ mainly in the method of introducing the cyano group and azide group. 

< Production Process D> 
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[0141] This scheme is a method for synthesis of compound (D-e) from compound (D-a). In the formulas, R1 repre- 
sents hydrogen, halogeno, optionally substituted alkyl or alkoxy. R2 represents hydrogen, optionally substituted alkyl, 
optionally substituted alkoxy or optionally substituted amino. R4 represents hydrogen, halogeno or optionally substi- 
tuted alkoxy. R6 represents optionally substituted alkyl. 

[0142] Step 1 is a step of regioselective bromination, wherein compound (D-b) may be obtained by the same method 
as in Scheme B-1 , Step 2. 

[0143] Step 2 is a step of cyanation and may be selected from either of the following two methods. 1) A method of 
heating together with sodium cyanide, potassium cyanide, zinc cyanide or the like in a solvent such as acetonitrile, 
propionitrile, valeronitrile or dimethylformamide, in the presence of a palladium catalyst and copper (I) iodide. The 
palladium catalyst used may be tetrakis(triphenylphosphine)palladium, bis(triphenylphosphine)palladium dichloride, 
or the like. 2) A method of using copper (I) cyanide as explained in Scheme B, Step 1 . Compound (D-c) is preferably 
obtained by method 1). 

[0144] Step 3 is a step of introducing a bromo group by radical reaction. Compound (D-d) may be obtained by heating 
to reflux together with N-bromosuccinimide in a solvent such as carbon tetrachloride or chlorobenzene, in the presence 
of azoisobutyronitrile or benzoyl peroxide. 

[0145] Step 4 is a step of introducing an azide group. Compound (D-e) may be obtained by reaction with sodium 
azide in a dimethylformamide solvent at room temperature while cooling on ice. In Scheme D, the compounds repre- 
sented by (D-a) to (D-c) may be synthesized by the methods of the following Schemes D-1 to D-4, for example. 



(Scheme D-1) 
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[01 46] This scheme is a synthesis method employed when the phenol derivative represented by (D1 -a) is available. 
In the formulas, R1 , R2 and R6 have same definitions as in Scheme D. 

[0147] Step 1 is a step of alkylating compound (D1-a), wherein compound (D1-b) may be obtained by the same 
method as in Scheme B-1 , Step 1 . 
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[01 48] This scheme is a synthesis method employed when R4 is fluorine in a compound represented by (D-a) or (D- 
b). In the formulas, A represents optionally substituted alkanoyl, alkylsulfonyl, aminocarbonyi or alkoxycarbonyl. R7 
represents hydrogen, optionally substituted alkyl or tert-butyloxycarbonyl. R6 has the same definition as in Scheme D. 
[01 49] Step 1 is a step of alkylating the phenol, wherein compound (D2-b) may be obtained by the same method as 
in Scheme B-1 , Step 1 . 

[01 50] Step 2 is a step of introducing a methyl group. Compound (D2-c) may be synthesized by reaction with a strong 
base such as lithium diisopropylamide in a solvent such as tetrahydrofuran or diethyl ether for lithiation, followed by 
reaction with methyl iodide. An aniline derivative may also be synthesized from compound (D2-c). 
[0151] Step 3 is a step of nitration, wherein compound (D2-d) may be obtained by the method described in C.C. 
Leznoff et aL, Can. J. Chem., 73, 435(1995). 

[01 52] The synthesis method for compounds (D2-f) and (D2-g) shown in Steps 4 to 6 may be carried out by the same 
method as in Scheme B-11. When a tert-butoxycarbonyl group is to be introduced as a protecting group for R7 in 
compound (D2-f), this may be accomplished by reaction with di-ter/-butyl dicarbonate in a solvent such as acetonitrile, 
in the presence of dimethylaminopyridine. 

[0153] When R1 is alkoxy in a compound represented by (D-c), the synthesis may be conducted, for example, by 
the following Scheme D-3 via lithiation at the ortho position relative to the nitrile group. 



(Scheme D-3) 




(D3-a) (D3-b) (D3-c) 

[0154] Compound (D3-a) is a compound represented by (D-c)[R1 = H] which may be synthesized by the method of 
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Scheme D. In the formulas, R8 represents optionally substituted alkyl. 

[0155] Step 1 is a step of introducing a phenolic hydroxyl group. Compound (D3-a) may be reacted with a strong 
base such as lithium diisopropylamide in a solvent such as tetrahydrofuran or diethyl ether for lithiation, and then 
reacted with a trialkyl borate for introduction of borane. Compound (D3-b) may also be obtained by oxidation using 
alkaline hydrogen peroxide. 

[0156] Step 2 is a step of alkylation of the phenol, wherein compound (D3-c) may be obtained by the same method 
as in Scheme B-1 , Step 1 . 



(Scheme D-4) 




R4 R4 
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[0157] This scheme is a synthesis method for a compound represented by (D-a) wherein X2 is nitrogen, using a 
2-chloropyridine derivative as a pyridine derivative for the starting material. In the formulas, R1 and R4 have the same 
definitions as in Scheme D. R9 represents optionally substituted alkyl. 

[0158] Step 1 is a step of introducing an alkoxy group at the 2-position of the pyridine. Compound (D4-b) may be 
obtained using a sodium alkoxide prepared using sodium hydride in the corresponding alcohol solvent, employing 
conditions from reflux to 120°C with a sealed tube. 

[0159] Synthesis of a compound represented by (C-a) in Production Process C, Scheme C, wherein X1 is nitrogen, 
such as a pyridine, pyrazine or pyrimidine derivative, may be carried out by the methods shown in Production Process 
E to E-2 below. 

< Production Process E> 

[0160] 



(Scheme E) 
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PG: Protecting Group 

[0161] This scheme is a synthesis method for a pyridine derivative (E-e). In the formulas, R2 represents hydrogen, 
halogeno, optionally substituted alkyl, cycloalkyl, optionally substituted alkylaminocarbonyi, carboxyl, alkoxycarbonyl, 
optionally substituted carbamoyl, an optionally substituted aromatic heterocyclic group or an optionally substituted non- 
aromatic heterocyclic group. R3 represents hydrogen, carboxyl, alkoxycarbonyl, optionally substituted alkyl, optionally 
substituted alkoxy, optionally substituted alkylaminocarbonyi orcarbamoyl. R4 and R5 represent hydrogen or optionally 
substituted alkyl. 

[01 62] Step 1 is a step of removing the silyl group serving as the hydroxy l-protecting group in a compound represented 
by (E-a). This may be accomplished by reaction with tetrabutylammonium fluoride or tris(dimethylamino)sulfonium 
difluorotrimethylsilicate in atetrahydrofuran solvent either at room temperature or while cooling on ice. The tetrabuty- 
lammonium fluoride may also be used in the copresence of acetic acid in order to trap the generated anions. 
[0163] Step 2 is a step of azidation, wherein compound (E-c) may be obtained by selecting either the method de- 
scribed in A.S. Thompson et al. f J. Org. Chem., 58, 5886(1 993), or by a two-step process involving reaction with mesyl 
chloride in a solvent such as dichloromethane in the presence of a base such as triethylamineto synthesize a mesylate 
or chloride, followed by reaction with sodium azide in a solvent such as dimethylformamide. 

[0164] Step 3 is a step of oxidation of the pyridine nitrogen atom. Compound (E-d) may be obtained by oxidation 
using a peracid such as m-chloroperbenzoic acid in a solvent such as dichloromethane. 

[0165] Step 4 is a step of introducing a cyano group. Compound (E-e) may be obtained by applying the conditions 
described in W.K. Fife, J. Org. Chem., 48, 1375(1983). 



(Scheme E-l) 
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[0166] This scheme is a synthesis method for introduction of the substituent R5 in a compound represented by (E- 
b). In the formulas, R2 has the same definition as in Scheme E. R6 represents lower alkyl and R7 represents hydrogen 
or optionally substituted alkyl. 

25 [0167] Step 1 is a step of oxidation of the hydroxyl group of compound (E1-a). Compound (E1-b) may be obtained 
by heating to reflux together with manganese dioxide, using chloroform as the solvent. 

[0168] Step 2 is a step of introducing an alkyl group, wherein a compound represented by (E1 -c) may be obtained 
by reaction with a Grignard reagent in a solvent such as tetrahydrofuran or diethyl ether under conditions from freezing 
to room temperature. A hydroxymethyl group (E1-f) or alkoxymethyl group (E1-j) may also be introduced. 
30 [0169] Step 3 is a step of introducing methylene into compound (E1 -b), wherein compound (E1 -d) may be obtained 
by Wittig reaction using an yiide prepared from methyltriphenylphosphonium bromide and butyllithium. 
[0170] Step 4 is a step of dihydroxylation of compound (E1-d). Compound (E1-e) may be obtained by reaction with 
a catalytic amount of osmium tetraoxide in an acetone/water mixed solvent, in the presence of N-methylmorpholine 
N-oxide. 

35 [01 71 ] Step 5 is a step of protecting the hydroxyl group with a silyl group. For a terf-butyldimethylsilyl group, reaction 
may be conducted with tert-butyldimethylsilyl chloride in a solvent such as dichloromethane, in the presence of triethyl- 
amine and dimethylaminopyridine, or for introduction of a tert-butyldiphenylsilyl group, reaction may be conducted with 
tert-butyldiphenylsilyl chloride in dimethylformamide, in the presence of imidazole, to yield compound (E1 -f). Compound 
(E1 -f) may be converted to compound (E1 -g) by the conversion method of Steps 2 to 4 of Scheme E. 

40 [0172] Step 7 is a step of removing the silyl group serving as the hydroxyl -protecting group, wherein compound 
(E1-h) may be obtained by similarly to Scheme E, Step 1 . An alkyl group or alkoxycarbonylmethyl group may also be 
introduced into compound (E1-h). 

[0173] Step 8 is a step of alkylation. Compound (E1-i) maybe obtained by reaction with sodium hydride in a solvent 
such as dimethylformamide or tetrahydrofuran, followed by reaction with an alkyl halide. 
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<Production Process E-2> 
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[0175] This scheme is a synthesis method for the pyridine derivatives (E2-d) and (E2-f). In the formulas, R2, R3 and 
R4 have the same definitions as in Scheme E. 

[0176] Step 1 is a step of introducing a nitrile group, wherein compound (E2-b) may be obtained by the method 
shown in Scheme E, Step 4. 

[0177] Step 2 is a step of removing the silyl protecting group, wherein compound (E2-c) may be obtained by the 
method shown in Scheme E, Step 1. Particularly preferred is a method of reacting tris(dimethylamino)sulfonium dif- 
luorotrimethylsilicate in the presence of acetic acid. 

[0178] Step 3 is a step of azidation, wherein compound (E2-d) may be obtained by the method of Scheme E, Step 
2. A compound (E2-a) wherein R4 = H may be utilized to synthesize a pyridine derivative wherein X3 is nitrogen in a 
compound represented by (C-a) of Scheme C. 

[0179] Step 4 is a step of nitrilation at the 4-position of the pyridine N-oxide, wherein compound (E2-e) may be 
synthesized by O-methylation with dimethylsulfuric acid without a solvent, followed by reaction with potassium cyanide 
in an ethanol/water mixed solvent. Compound (E2-e) may also be converted to compound (E2-f) by the method of 
Scheme E-2, Steps 2 and 3. 

[0180] Each of the intermediates represented by the general formulas in Schemes E to E-2 may also be synthesized 
by the methods shown in the following Schemes E-3 to E-21 . Synthesis of an R2 or R3 disubstituted derivative may 
be accomplished by introduction of a functional group by ortho metalation of compound (E3-a). Here, any of compounds 
(E3-c) to (E3-e) may be used as compounds represented by (E3-a), and they may be synthesized by the methods of 
Schemes E-4 to E-6 below. 



(Scheme E-3) 
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[0181] These schemes are synthesis methods for 2-substituted pyridine derivatives (E3-c), (E3-d), (E3-e) and (E4-d). 
in the formulas, R7, R8 and R9 represent hydrogen or optionally substituted alkyl. 

[0182] Step 1 is a step of converting the bromo group to a formyl group in compound (E4-a) synthesized by the 
method described in J.W. Ellingboe et ai., J. Med. Chem., 37, 542(1994). Compound (E4-b) may be obtained by hal- 
ogen-metal exchange lithiation using butyllithium at -78°C in a solvent such as tetrahydrofuran or diethyl ether, followed 
by reaction with N-formylmorpholine or dimethylforrnamide. 

[0183] Step 2 is a step of converting compound (E4-b) to a carboxylic acid by oxidation. Compound (E4-c) may be 
obtained by reaction with sodium hypochlorite as an oxidizing agent at room temperature in a ferf-butano l/water mixed 
solvent in the presence of sodium dihydrogenphosphate and 2-methyl-2-butene as a peroxide scavenger. 
[0184] Step 3 is a step of amidation, wherein compound (E4-d) may be obtained similarly to Scheme B-10, Step 4. 
Compound (E3-c) is compound (E4-d) where R9 = H, and compound (E4-d) itself is converted to the final target com- 
pound as a monosubstituted derivative of compound (E-a) in Scheme E, by Production Process A. 
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[0185] This scheme is a synthesis method for a 2-chloropyridine derivative (E5-c). In the formulas, R represents 
lower alkyl. 

[01 86] Step 1 is a step of synthesizing an alcohol by reduction of a commercially available ester (E5-a). The reduction 
may be accomplished using sodium borohydride in an alcohol solvent under conditions from room temperature to reflux. 
[0187] Step 2 is a step of protecting the hydroxyl group with a silyl group, wherein compound (E5-c) may be obtained 
similarly to Scheme E-1 , Step 5. Compound (E3-d) is compound (E5-c) where R10 = H t and compound (E5-c) itself is 
converted to the final target compound as a monosubstituted derivative of compound (E-a) in Scheme E, by Production 
Process A. 



37 



EP 1 391 451 A1 



(Scheme E-6) 
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[0188] This scheme is a synthesis method for a 2-alkoxypyridine derivative (E3-e). In the formulas, R and R8 rep- 
resent optionally substituted alkyl. 

[01 89] Step 1 is a step of introducing an alkoxy group, wherein compound (E6-b) may be obtained similarly to Scheme 
D-4, Step 1 . 

[01 90] Step 2 is a step of reduction of the ester. Compound (E6-c) may be obtained by reaction with lithium aluminum 
hydride in a solvent such as tetrahydrofuran while cooling on ice. 

[0191] Step 3 is a step of protecting the hydroxyl group with a silyl group, wherein compound (E3-e) may be obtained 
similarly to Scheme E-1 , Step 5. Compound (E3-e) itself may be utilized as a monosubstituted derivative of compound 
(E-a) in Scheme E. 

[0192] The following is a method of introducing substituent R3 in compound (E3-a). 



(Scheme E-7) 
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[0193] This scheme is a synthesis method for substituent introduction to compound (E3-a) via ortho-lithiation. In the 
formulas, R11 and R13 represent optionally substituted alkyl, R12 represents hydrogen or lower alkyl, and R14 and 
R15 represent hydrogen or optionally substituted alkyl. 

[0194] Step 1 is a step of ortho-lithiation utilizing an ODG. Intermediate (E7-b) may be obtained in situ by using 
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phenyllithium in a tetrahydrofuran solvent, in the presence of 1) butyl lithium as a base and 2) a catalytic amount of 
diisopropylamine. Compound (E7-b) may then be reacted with any of various electrophilic reagents for introduction of 
substituents. 

[01 95] Step 2 is a step of introducing a hydroxyl group. Compound (E7-c) may be obtained by reaction of compound 
(E7-b) with trimethylborate, followed by oxidation using alkaline aqueous hydrogen peroxide. 
[0196] Step 3 is a step of alkylation of the phenolic hydroxyl group, wherein compound (E7-d) may be obtained by 
the method of Scheme B-1 , Step 1 . 

[0197] Step 4 is a step of introducing a formyl group. Compound (E7-e) may be obtained by reaction of compound 
(E7-b) with dimethylformamide or N-formylmorpholine at -70°C. 

[0198] Step 5 is a step of alkylation and reduction to synthesize an alcohol (E7-f). A compound wherein R12 is alkyl 
may be synthesized by reaction with a Grignard reagent in tetrahydrofuran, and reduction when R12 is hydrogen may 
be accomplished using sodium borohydride in an alcohol solvent. 

[0199] Step 6 is a step of alkylation of the hydroxyl group, wherein compound (E7-g) may be obtained by the method 
of Scheme B-6, Step 3. When R13 is a tetrahydropyranyl (THP) group introduced as a protecting group, compound 
(E7-g) [R13 = THP] may be obtained by reaction with dihydropyran in a solvent such as dichloromethane using a 
catalytic amount of p-toluenesulfonic acid or camphorsulfonic acid as the acid. A carboxyl ester or carboxamide group 
may also be introduced. 

[0200] Step 7 is a step of introducing a terf-butoxycarbonyl group. Compound (E7-h) may be obtained by reaction 
of compound (E7-b) with di-terf-butyl dicarbonate at -70°C. 

[0201] Step 8 is a step of removing the te/f-butyl group. Compound (E7-i) may be obtained by dissolution in trifluor- 
oacetic acid diluted with an organic solvent such as dichloromethane, and reaction at room temperature. 
[0202] Step 9 is a step of amidation, wherein compound (E7-j) may be obtained by the method described in Scheme 
B-10, Step 4. 

[0203] Compound (E8-a), a compound represented by (E3-b) wherein the ODG is chloride, may be converted in the 
manner shown in Scheme E-8 below. 



(Scheme E-8) 
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[0204] This scheme is a synthesis method for compounds (E8-c), (E8-d), (E8-f) and (E8-g). In the formulas, R3 has 
the same definition as in Scheme (E3-b). R16, R17 and R18 represent optionally substituted alkyl or optionally sub- 
stituted cycloalkyl, and R16 and R1 7 may optionally form a ring together with the N. Ar2 represents an aromatic het- 
erocyclic group. 

[0205] Step 1 is a step of oxidation of the pyridine nitrogen atom, wherein compound (E8-b) may be obtained by the 
method of Scheme E, Step 3. 

[0206] Step 2 is a step of introducing an amino group by substitution. Compound (E8-c) may be obtained by reaction 

in an alcohol solvent in the presence of an amine, under conditions from room temperature to reflux. 

[0207] Step 3 is a step of introducing a hetero aromatic ring by Stille reaction. Compound (E8-d) may be obtained by 

heating to reflux together with a tin reagent in a solvent such as toluene or xylene, in the presence of a palladium 

catalyst. The palladium catalyst is preferably tetrakis(triphenylphosphine)palladium. 

[0208] A pyridine 5-unsubstituted derivative may also be synthesized by the following method. 

[0209] Step 4 is a step of nitrilation in the same manner as Scheme E, Step 4, to yield compound (E8-e). 

[0210] Step 5 is a step of reductive removal of the chloro group. Compound (E8-f) may be obtained by heating to 

reflux in an acetonitrile solvent in the presence of a palladium catalyst and ammonium formate. The palladium catalyst 

is preferably tetrakis(triphenylphosphine)palladium. An alkyl group may also be introduced at the pyridine 5-position. 

[0211] Step 6 is a step of alkylation. Compound (E8-g) may be obtained by reaction of (E8-a) or (E4-a: R3 = H) with 

a Grignard reagent in a solvent such as tetrahydrofuran or diethyl ether, in the presence of a nickel catalyst under 

conditions from freezing to room temperature. The nickel catalyst is preferably [1 ,2-bis(diphenylphosphino)ferrocenyl] 

nickel(ll) chloride, but another bidentate phosphine ligand such as 1 ,3-bis(diphenylphosphino)propane may also be 

used. 

[0212] The side chain of a compound represented by (E9-a) may also be converted. Here, compounds represented 
by (E9-a) include compounds represented by (E7-g) wherein R13 is a THP group, and compounds represented by 
(E7-g) [R13 = THP] which have been subjected to a conversion shown in Scheme E-8. 
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(Scheme E-9) 
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[0213] This scheme is a synthesis method for compound (E9-e) having a substituted amino group, in the formulas, 
A has the same definition as in Scheme B-11 and R12 has the same definition as in Scheme E-7. R18' represents 
R1 8, Ar2, hydrogen, optionally substituted alkoxy or optionally substituted amino (wherein R1 8 and Ar2 have the same 
definitions as in Scheme E-8). 

[0214] Step 1 is a step of removing the THP group serving as the hydroxyl-protecting group. Compound (E9-b) may 
be obtained by reaction in an alcohol solvent in the presence of a catalytic amount of p-toluenesulfonic acid as an acid. 
[0215] Step 2 is a step of azidation of the hydroxyl group, wherein compound (E9-c) may be obtained similarly to 
Scheme E, Step 2. 

[0216] Step 3 is a step of reduction of the azide group, wherein compound (E9-d) may be obtained under the same 
conditions as in Scheme C, Step 1 . 

[0217] Step 4 is a step of introducing a substituent at the amino group, wherein compound (E9-e) may be obtained 
similarly to Scheme B-11 , Step 1 . 

[0218] In the case of a compound represented by (E3-b), wherein the ODG is a carboxamide derivative, the reaction 
is preferably followed by protection of the amide hydrogen with a Boc group in the manner shown below. 
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[0219] This scheme is a synthesis method for compound (E10-b). In the formulas, R3 and R7 have the same defi- 
nitions as in Scheme E-3. 

[0220] Step 1 is a step of introducing a Boc group at the amide nitrogen atom as a protecting group. Compound 
(E10-b) may be obtained by reaction with di-tert-butyl dicarbonate in a solvent such as acetonitrile in the presence of 
55 dimethylaminopyridine. 

[0221] A compound represented by (E-a) in Scheme E, wherein R2 is substituted methyl or alkyl, may be synthesized 
by the following method. 
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(Scheme E-ll) 




PG:Protecting Group 



[0222] This scheme is a synthesis method for (E11-b) and (E11-d). In the formulas, R19 represents optionally sub- 
stituted alkyl or cycloalkyl. R20 represents optionally substituted alkyl. R3 and R4 have the same definitions as in 
Scheme E. 

[0223] Step 1 is a step of alkylation of the hydroxyl group of compound (E11 -a), corresponding to compound (E12-d) 
or (E12-f) which may be synthesized by the method shown in Scheme E-12 below, to yield compound (E11-b) by the 
method of Scheme B-6, Step 3. 

[0224] Step 2 is a step of converting the hydroxyl group to a chloro group. Compound (E11-c) may be obtained by 
reaction with thionyl chloride in a solvent such as dichloromethane at room temperature, followed by treatment under 
basic conditions. 

[0225] Step 3 is a step of removing the chloro group by reduction. Compound (E11-d) may be obtained by hydro- 
genation in an alcohol solvent at room temperature and normal pressure in the presence of a metal catalyst such as 
palladium-carbon. 
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(Scheme E-12) 
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[0226] This scheme is a synthesis method for compound (E11-a). In the formulas, R3 and R4 have the same defi- 
nitions as in Scheme E. R19 has the same definition as in Scheme E-11 . 

[0227] Step 1 is a step of oxidation of the pyridine nitrogen atom of compound (E12-a), wherein compound (E12-b) 
may be obtained similarly to Scheme E, Step 3. 

[0228] Steps 2 and 3 accomplish introduction of a hydroxyl group at the methyl group by rearrangement. An acetate 
(E12-C) may be obtained by heating compound (E12-b) from 120°C to 140°C in acetic anhydride. This may then be 
reacted with sodium methoxide or potassium carbonate in an alcohol solvent to yield compound (E12-d). 
[0229] An alkyl group may also be introduced into compound (E1 2-d). 

[0230] Step 4 is a step of obtaining an aldehyde by oxidation of the hydroxyl group. Compound (E12-e) may be 
obtained by heating to reflux together with manganese dioxide in a chloroform solvent. 

[0231] Step 5 is a step of alkylation. Compound (E12-f) may be obtained by reaction with a Grignard reagent in a 
solvent such as tetrahydrofuran or diethyl ether. 

(Scheme E-13) 




(E13-d) (E13-e) (E13-0 



PG:Protecting Group 
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[0232] This scheme is a synthesis method for a compound represented by (E1 2-a). In the formulas, R4 has the same 
definition as in Scheme E. R21 represents optionally substituted alkyl or cycloalkyl. 

[0233] Step 1 is a step of reducing the commercially available compound (E13-a), wherein compound (E13-b) may 
be obtained similarly to Scheme E-5, Step 1. 

[0234] Step 2 is a step of protecting the hydroxyl group with a silyl group, wherein compound (E1 3-c) may be obtained 
similarly to Scheme E-1 , Step 5. Also, a compound represented by (E12-a) wherein R3 is alkoxy may be synthesized 
in the following manner. 

[0235] Step 3 is a step of selectively alkylating the phenolic hydroxyl group of compound (E13-d) either obtained 
commercially or synthesized by the method described in Y. Morisawa etal., J. Med. Chem., 17, 1235(1974). Compound 
(E13-e) may be obtained by stirring in dimethylformamide together with 2 equivalents of sodium hydride at room tem- 
perature for 3 hours to 1 day to produce a sufficient amount of phenoxy anion, followed by reaction with an alkyl halide. 
[0236] Step 4 is a step of protecting the hydroxyl group with a silyl group, and it may be carried out according to the 
method in Scheme E-1, Step 5. 



{Scheme E-1 4) 




(E14-d) {E14 ^ 



[0237] This scheme is a synthesis method for compounds (E1 4-b), (E1 4-c) and (E1 4-e) utilizing a compound repre- 
sented by (E-e) in Scheme E wherein R2 is methyl. In the formulas, R3 and R4 have the same definitions as in Scheme 
E. R22 has the same definition as R19 in Scheme E-1 3, or represents hydrogen. R23 and R24 represent hydrogen or 
optionally substituted alkyl. 

[0238] Step 1 is a step of introducing a hydroxyl group at the methyl group, wherein compound (E14-b) may be 
obtained utilizing the same conversion as the method shown in Scheme E-1 2. 

[0239] Step 2 is a step of fluorination. Compound (E14-c) may be obtained by reaction with diethylaminosulfur trif- 
luoride in dichioromethane or 1 ,2-dichloroethane, under conditions from -70°C to room temperature. Steps 3 and 4 
accomplish introduction of an amino group. Step 3 is a step of introduction of an alkyl group and conversion to a 
halogeno group, wherein compound (E14-d) may be obtained similarly to the series of steps shown in Scheme E-1 2 
and E-1 1 for obtaining compound (E11-c). 

[0240] Step 4 is a step of introducing an amino group. Compound (E14-e) may be obtained by reaction with an 
alkylamine hydrochloride in a solvent such as acetonitrile in the presence of sodium carbonate. 
[0241] Of the compounds represented by (E-a) in Scheme E or (E2-b) in Scheme E-2, those wherein R2 is a sub- 
stituent via a double bond may be synthesized by the methods of Scheme E-1 5 and E-1 6. 

(Scheme E-1 5) 
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(E15-C) (E15-CJ) (E15-6) 

PG: Protecting Group 

[0242] This scheme is a synthesis method for compound (E15-e). In the formulas, R3 and R4 have the same defi- 
nitions as in Scheme E. R25 and R26 represent hydrogen or optionally substituted alkyl. 

[0243] Step 1 is a step of protecting the formyl group of compound (E12-a). Compound (E15-a) may be obtained by 
heating to reflux in a toluene/ethylene glycol mixed solvent in the presence of a p-toluenesulfonic acid catalyst while 
removing the water using a Dean-Stark trap. 

[0244] Steps 2 and 3 accomplish conversion in the same manner as Scheme E, Steps 3 and 4 to yield compound 
(E15-C). 

[0245] Step 4 is a step of removing the formyi-protecting group. Compound (E15-d) may be obtained by heating at 
80°C in 80% aqueous acetic acid. 

[0246] Step 5 is a step of carbon-carbon bond formation, wherein compound (E15-e) may be obtained by Wittig 
reaction or Horner- Emmons reaction. 



(Scheme E-16) 




PG:Protecting Group 



[0247] This scheme is a method for synthesis of an unsaturated ester and unsaturated amide. In the formulas, R3 
and R4 have the same definitions as in Scheme E. R27 represents hydrogen or lower alkyl, and R28 and R29 represent 
hydrogen or optionally substituted alkyl. 

[0248] Step 1 is a step of carbon-carbon bond formation, wherein compound (16E-a) may be obtained by Wittig 
reaction or Horner-Emmons reaction. 

[0249] Step 2 is a step of amidation of the ester. Compound (E16-b) may be obtained by reaction with an amine 
hydrochloride in the presence of trimethylaluminum. 
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(Scheme E-17) 
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[0250] This scheme is a synthesis method for a substituted pyridine (E17-d) which is a compound represented by 
(E-a) wherein R3 is alkyl. In the formulas, R30 represents optionally substituted alkyl or cycloalkyl. 
[0251] Step 1 is a step of reducing the carboxyl group. Compound (E17-b) may be obtained by using an alkylchlo- 
rocarbonate in a solvent such as tetrahydrofuran in the presence of triethylamine to produce a mixed acid anhydride 
in the system, and then reducing it with sodium borohydride to yield compound (E17-b). 

[0252] Step 2 is a step of protecting the hydroxyl group with a silyl group, wherein compound (E1 7-c) may be obtained 
similarly to Scheme E-1 , Step 5. 

[0253] Step 3 is a step of alkylation using a nickel catalyst, wherein compound (E1 7-d) may be obtained by the same 
method for alkyl group introduction at the pyridine a-carbon as shown in Scheme E-8, Step 6. 



(Scheme E-18) 




OPG 



[0254] This scheme is a method for synthesis of a pyridinium methylcarboxylate derivative from compound (E4-a) 
mentioned above. In the formulas, R31 and R34 represent optionally substituted alkyl. 

[0255] Step 1 is a step of carbon-carbon bond formation of compound (E4-a) using a halogen-metal exchange meth- 
od. Compound (E18-a) may be obtained by lithiation with butyllithium followed by treatment with diethyl oxalate. 
[0256] Step 2 is a step of introducing an alkyl group using a Grignard reagent. 

[0257] Step 3 is a step of alkylating the hydroxyl group, wherein compound (E1 8-c) may be obtained by the method 
of Scheme B-6, Step 3. 



(Scheme E-19) 
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[0258] This scheme is a synthesis method for a pyrazine derivative (E1 9-b). 

[0259] Step 1 is a step of azidating compound (E19-a) synthesized by the method described in I. lovel et al., Oppi 
Briefs, 23, 188(1991), wherein compound (E19-b) may be obtained by the method of Scheme D, Step 4. 



(Scheme E-20) 




[0260] This scheme is a synthesis method for a dialkoxy-substituted pyrazine derivative (E20-c). In the formulas, 
R32 represents optionally substituted alkyl. 

[0261] Step 1 is a step of regioselective oxidation of the nitrogen atom of compound (E20-a) synthesized by the 
method described in J. Adachi et al., J. Org. Chem., 37, 221 (1972). Compound (E20-b) may be obtained by oxidation 
with potassium peroxodisulfate in sulfuric acid. 

[0262] Step 2 is a step of substitution of the halogeno groups with alkoxy groups. Compound (E20-c) may be obtained 
by reaction with a sodium alkoxide prepared with sodium hydride in the corresponding alcohol solvent. 




(E21-a) 



CHO 




(E21-b) OH 



[0263] This scheme is a synthesis method for a pyrimidine derivative (E21 -b). In the formulas, R33 represents one 
of the substituents (alkyl, alkoxy, alkylamino) mentioned in the following publications. 

[0264] Step 1 is a step of synthesizing an alcohol by reduction of an aldehyde (E21-a) synthesized by the method 
described in J.T Gupton, J. Heterocyclic Chem., 28, 1281 (1991). Compound (E21-b) may be obtained by reaction with 
sodium borohydride in an alcohol solvent. 
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< Production Process F> 
[0265] 



(Scheme F) 
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PG: Protecting Group 



[0266] This scheme is a synthesis method for compound (F-d). In the formulas, R1 represents hydrogen, halogeno 
or optionally substituted alkoxy. R2 represents hydrogen, optionally substituted alkyl, alkoxycarbonyl, carbamoyl or 
optionally substituted alkylaminocarbonyl. R3 represents hydrogen, halogeno, optionally substituted alkoxy or alkylami- 
no. R4 represents hydrogen, halogeno or optionally substituted alkoxy. 

[0267] Step 1 is a step of introduction of a nitrile group. Compound (F-b) may be obtained according to the method 
of Scheme D, Step 2. 

[0268] Step 2 is a step of removing the silyl group serving as a protecting group, wherein compound (F-c) may be 
obtained according to the method of Scheme E, Step 1 . 

[0269] Step 3 is a step of azidation, wherein compound (F-d) may be obtained according to the method of Scheme 
E, Step 2. 

[0270] Compounds represented by (F-a) to (F-c) in Scheme F may also be synthesized, for example, using the 
methods of Schemes F-1 to F-8 below. 



(Scheme F-1) 




R 4 R4 OH R 4 OPG R 4 OPG 

(F1-a) (F1-b) (F1-c) (F1-d) 




PG: Protecting Group 

[0271] This scheme is a synthesis method for (F1 -e), (F1 -g) and (F1 -j) in which are compounds represented by (F- 
b) wherein R3 = CI. In the formulas, R4 has the same definition as in Scheme F. R5 and R6 represent hydrogen or 
optionally substituted alkyl. 
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[0272] Step 1 is a step of synthesizing an alcohol by reduction of the aldehyde (F1-a). Compound (F1-b) may be 
obtained by reaction with sodium borohydride in an alcohol or dichloromethane solvent. 

[0273] Step 2 is a step of protecting the hydroxyl group with a silyl group, wherein compound (F1 -c) may be obtained 
similarly to Scheme E-1 , Step 5. 

[0274] Step 3 is conversion of the phenolic hydroxyl group to a triflate. Compound (F1 -d) may be obtained similarly 
to Scheme B-3, Step 2. Compound (F1-d) may also be converted to a carboxamide derivative. 
[0275] Step 4 is a step of nitrilation based on the route shown in Scheme F. 

[0276] Step 5 is a step of introducing a carboxyl group via ortho-lithiation. Compound (F1-f) may be obtained by 
lithiation using lithium diisopropylamide in a solvent such as tetrahydrofuran at -78°C, followed by reaction with carbon 
dioxide. 

[0277] Step 6 is a step of amidation, wherein compound (F1-g) may be obtained similarly to Scheme B-10, Step 4. 
[0278] A compound represented by compound (F1 -e) wherein R4 = F may be synthesized from a commercially 
available compound (F1-h) in the following manner. 

[0279] Step 7 is a step of introducing a formyl group, wherein compound (F1-i) may be obtained by lithiation using 
lithium diisopropylamide in a solvent such as tetrahydrofuran at -78°C, followed by reaction with N-formylmorpholine. 
[0280] Step 8 is a step of conversion in the same manner as Scheme F-1 (excluding Step 3) to obtain compound 
(F1-j). 

[0281] A compound represented by (F-a) wherein R3= F may be synthesized by a method similarto the one described 
above. 



(Scheme F-2) 




PG:Protecting Group 



[0282] This scheme is a synthesis method for compounds (F2-e) and (F2-g) as compounds represented by (F-a). 
In the formulas, R7 and R8 represent hydrogen or optionally substituted alkyl, or R7 and R8 may optionally form a ring 
together with N. 

[0283] Step 1 is a step of introducing a bromo group by radical reaction, wherein compound (F2-b) may be obtained 
similarly to Scheme D, Step 3. 

[0284] Steps 2 and 3 accomplish conversion of the bromo group to a hydroxyl group. The acetate (F2-c) may be 
synthesized by reaction with potassium acetate in a solvent such as dimethylformamide. Compound (F2-d) may then 
be obtained by methanolysis using potassium carbonate in methanol. 

[0285] Step 4 is a step of protecting the hydroxyl group with a silyl group. Compound (F2-e) may be obtained similarly 
to Scheme E-1, Step 5. 

[0286] Steps 5 and 6 accomplish introduction and amidation of a carboxyl group, wherein compound (F2-g) may be 
obtained similarly to Scheme F-1 , Steps 5 and 6 above. 
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(Scheme F-3) 




(F3-a) 



(F3-b) 



[0287] This scheme is a synthesis method for compound (F3-c). 

[0288] Step 1 is a step of reducing the carboxyl group, wherein compound (F3-b) may be obtained similarly to Scheme 
E-17, Step 1. 

[0289] Step 2 is a step of regioselective bromination. Compound (F3-c) may be obtained by reaction with benzyltri- 
methylammonium tribromide in a dichloromethane/alcohol mixed solvent at room temperature in the presence of po- 
tassium carbonate. 



(Scheme F-4) 
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PG: Protecting Group 

[0290] This scheme is asynthesis method for compound (F4-h). In the formulas, R9, R1 0 and R1 1 represent hydrogen 
or optionally substituted alkyl. 

[0291] Step 1 is a step of benzylesterification of compound (F4-a). Compound (F4-b) may be obtained by reaction 
with benzyl bromide in dimethylformamide at room temperature, in the presence of potassium carbonate. 
[0292] Step 2 is a step of dialkylation of the amino group. Compound (F4-c) may be obtained by a method of reaction 
with an alkyl halide in dimethylformamide in the presence of potassium carbonate, or when R9 is methyl, by a method 
of reaction with formalin while heating to reflux in a formic acid solvent. 
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[0293] Step 3 is a step of debenzylation. Compound (F4-d) may be obtained by hydrogenation in tetrahydrofuran in 
the presence of palladium hydroxide-carbon. 

[0294] Steps 4 and 5 can yield compound (F4-f) by the same method as in Scheme F-3. However, Step 4 is conducted 
at a temperature of -40°C to -20°C. 

[0295] Step 6 is a step of hydrolysis of the ester. Compound (F4-g) may be obtained by reaction with a 1 N aqueous 
sodium hydroxide solution while heating to reflux in a tetrahydrofu ran/alcohol mixed solvent. 

[0296] Step 7 is a step of amidation wherein compound (F4-h) may be obtained similarly to Scheme B-10, Step 4, 
but a condensing agent such as dicyclohexyl carbodiimide is preferably used. 

[0297] Step 8 is a step of protecting the hydroxyl group with a silyl group, wherein compound (F4-i) may be obtained 
by the same method as in Scheme E-1 , Step 5. 

[0298] A pyridine derivative represented by (F-a) wherein X4 is nitrogen may be synthesized by the method shown 
in the following Scheme F-5. 



(Scheme F-5) 




[0299] This scheme is a synthesis method for a pyridine derivative (F5-j). In the formulas, R1 2 represents optionally 
substituted alkyl, and R13 represents lower alky!. 

[0300] Step 1 is a step of amidation, wherein compound (F5-b) may be obtained similarly to Scheme B-10, Step 4. 
[0301] Step 2 is a step of substitution of the halogeno group at the pyridine 2-position. Compound (F5-c) may be 
obtained by generating a sodium alkoxide from sodium hydride in the corresponding alcohol solvent. 
[0302] Step 3 is a step of bromination, wherein compound (F5-d) may be obtained similarly to Scheme B-1 , Step 2. 
[0303] Step 4 is a step of protecting the amide with a terf-butyloxycarbonyl group, wherein compound (F5-e) may 
be obtained similarly to Scheme E-10. 

[0304] Steps 5 to 9 may be carried out by conversion in the same manner as for synthesis of compounds (F2-a) to 
(F2-f) in Scheme F-2 above, but Step 7 is also included for removal of the terf-butyloxycarbonyl group serving as the 
amide-protecting group. The reaction is conducted at room temperature together with trifluoroacetic acid diluted with 
dichloromethane. 
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(Scheme F-6) 




PG:Protecting 
Group 



[0305] This scheme is a synthesis method for an alkoxyalkyl (F6-j) or alkylketone (F6-h) derivative. In the formulas, 
R14, R15 and R16 each represent optionally substituted alkyl, 

[0306] Step 1 is a step of regioselective bromination, wherein compound (F6-b) may be synthesized by reaction with 
bromine in an alcohol or acetonitrile solvent. 

[0307] Step 2 is a single step of esterification and etherification. Compound (F6-c) may be obtained by reaction with 
an alkyl halide in a solvent such as dimethylformamide in the presence of potassium carbonate. 
[0308] Step 3 is a step of synthesizing an alcohol by reduction of the ester, wherein compound (F6-d) maybe obtained 
similarly to Scheme B-13, Step 1 . 

[0309] Step 4 is a step of synthesizing an aldehyde by oxidation, wherein compound (F6-e) may be obtained by 
Swern oxidation. 

[0310] Step 5 is a step of introducing an alkyl group. Compound (F6-f) may be obtained by reaction with a Grignard 
reagent in a solvent such as tetrahydrofuran or diethyl ether. 

[0311] Step 6 is a step of synthesizing a ketone by oxidation, wherein compound (F6-g) may be obtained by Swern 
oxidation. 

[0312] Step 7 is a step of obtaining compound (F6-h) by the same conversion method as Steps (F2-a) to (F2-e) in 
Scheme F-2 above. Compound (F6-h) may also be converted to (F6-j) having an alkoxyalkyl group. 
[0313] Step 8 is a step of reduction, wherein compound (F6-i) may be obtained similarly to Scheme B-13, Step 1 . 
[0314] Step 9 is a step of alkylating the hydroxyl group, wherein compound (F6-j) may be obtained according to the 
method of Scheme B-6, Step 3. 

[0315] Compounds (F7-f) and (F8-b) which are compounds represented by (F-a) wherein R4 or R1 is an alkoxy 
group may be synthesized by the methods shown in the following Schemes F-7 and F-8, respectively. 
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(Scheme F-7) 
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[031 6] This scheme is a synthesis method for compound (F7-f). In the formulas, R1 7 represents optionally substituted 
alkyl. 

[0317] Step 1 is a step of introducing a formyl group at the ortho position relative to the hydroxyl group. Compound 
(F7-b) may be obtained by reaction with tetramethylenetetramine in trifluoroacetic acid, followed by acid hydrolysis 
using aqueous sulfuric acid. 

[0318] Step 2 is a step of alkylating the hydroxyl group, wherein compound (F7-c) may be obtained similarly to 
Scheme B-1, Step 1. 

[0319] Step 3 is a step of bromination, wherein compound (F7-d) may be obtained by lithiation using butyllithium in 
the presence of N,N\N'-trimethylethylenediamine, followed by reaction with 1 ,2-dibromotetrafluoroethane. 
[0320] Step 4 is a step of reducing the formyl group, and it may be accomplished using sodium borohydride in the 
same manner as above. 

[0321] Step 5 is a step of protecting the hydroxyl group, wherein compound (E7-f) may be obtained by the same 
method as in Scheme E-1 , Step 5. 



(Scheme F-8) 

OMe OMe 




(F8-a) OH (F8-b) OH 

[0322] This scheme is a synthesis method for compound (F8-b). Step 1 is a step of regioselective iodination. Com- 
pound (F8-b) may be obtained by reaction with iodine in chloroform at room temperature in the presence of mercury 
trifluoroacetate. A compound represented by (F-d) may be synthesized from compound (F8-b) by conducting the re- 
actions shown in Scheme F, Step 1 and Step 3 without protection of the hydroxyl group. 

[0323] Synthesis of carboxamide derivatives may be carried out by the methods shown in Production Process G and 
Production Process H below. 
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< Production Process G> 
[0324] 



(Scheme G) 




[0325] This scheme is synthesis method for a carboxamide (G-c). In the formulas, R1 represents hydrogen or op- 
tionally substituted alkoxy, and R3 represents optionally substituted alkoxy. R4 represents hydrogen or halogeno, and 
R5 and R6 represent hydrogen or optionally substituted alkyl. 

[0326] Step 1 is a step of removing the ferf-butyl group. Compound (G-b) may be obtained by dissolution in trifluor- 
oacetic acid diluted with an organic solvent such as dichloromethane and reaction at room temperature. 
[0327] Step 2 is a step of amidation, wherein compound (G-c) may be obtained similarly to Scheme B-10, Step 4. 
[0328] A compound represented by (G-a) may be synthesized by the method shown in Schemes G-1 to G-3. The 
compound represented by (G-a) may itself be converted to a compound represented by (A1-c) by the method shown 
in Scheme C. 



(Scheme G-1) 




[0329] This is a synthesis method for compound (G1 -e). In the formulas, R6 represents optionally substituted alkyl. 
[0330] Step 1 is a step of hydrolysis of the ester of compound (G1 -a) which may be synthesized by the method shown 
in Scheme F-6. Compound (G1-b) may be obtained by reaction with lithium hydroxide and aqueous sodium hydroxide 
in an alcohol solvent. 

[0331] Step 2 is a step of tert-butylesterification. Di-tert-butyl dicarbonate is reacted therewith in tert-butyl alcohol, 
in the presence of dimethylaminopyridine. Alternatively, compound (G1-c) may be obtained by heating together with 
dimethylformamide terf-butylacetal in a solvent such as benzene or toluene. 

[0332] Step 3 is a step of nitrilation, wherein compound (G1-d) may be obtained similarly to Scheme D, Step 2. 
[0333] Step 4 may be carried out by conversion in the same manner as Steps 3 and 4 in Scheme D to yield compound 
(G1-e). 
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(Scheme G-2) 




[0334] This scheme is a synthesis method for a dialkoxy derivative (G2-g). In the formulas, R7 represents optionally 
substituted alkyl. 

[0335] Step 1 is a step of alkylating the hydroxyl group, wherein compound (G2-b) may be obtained similarly to 
Scheme B-1, Step 1. 

[0336] Steps 2 and 3 may be carried out by the same conversion method as in Steps 2 and 3 of Scheme D to yield 
compound (G2-d). 

[0337] Step 4 is a step of hydroiyzing the ester, wherein compound (G2-e) may be obtained by reaction with aqueous 
lithium hydroxide in an alcohol solvent. 

[0338] Step 5 is a step of terf-butylesterification, wherein compound (G2-f) may be obtained similarly to Scheme G1 , 
Step 2. 

[0339] Step 6 may be carried out by conversion in the same manner as Steps 3 and 4 in Scheme D to yield compound 
(G2-g). 



(Scheme G-3) 




F F N 3 

(G3-d) (G3-e) 



[0340] This scheme is a synthesis method for a fluorine-containing compound (G3-e). In the formulas, R8 represents 
optionally substituted alkyl. 

[0341] Step 1 is a step of regioselective iodination. Compound (G3-b) may be obtained by reaction with N-iodosuc- 
cinimide in dimethylformamide at room temperature. 

[0342] Step 2 is a method of alkylating the hydroxyl group, wherein compound (G3-c) may be obtained similarly to 
Scheme B-1, Step 1. 

[0343] Step 3 is a step of introducing a terf-butoxycarbonyl group by iodine-metal exchange. Compound (G3-d) may 
be obtained by conversion to a magnesium reagent according to the method described in Knochel et al., Angew. Chem., 
Int. Ed. Engl., 37, 1701(1998), followed by reaction with di-tert-butyl dicarbonate. 
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[0344] The conversion shown in Step 4 may be carried out by the series of steps for conversion shown in Scheme 
F-1 to obtain (G3-e). 

<Production Process H> 

[0345] 



(Scheme H) 




[0346] This scheme is a synthesis method for a carboxamide derivative (H-f). In the formulas, R4 represents halogeno 
or optionally substituted alkoxy, and R5 represents optionally substituted alkyl. 

[0347] In this scheme, Steps 1 , 3 and 5 may be carried out in the same manner as Steps 2, 3 and 4 shown in Scheme 
C-1 , and compound (H-f) may be obtained by adding steps of protecting (Step 2) and deprotecting (Step 4) the amide. 
The protection and deprotection of the amide may be carried out by the method shown in Scheme F-5. 
[0348] The compounds shown in Scheme H may be synthesized by the methods shown in the following Schemes 
H-1 and H-2. 



(Scheme H-1) 




(H1-a) (H1-b) (H1-c) 



[0349] This scheme is a synthesis method for a fluorine-containing compound (H1 -c). In the formulas, R5 represents 
optionally substituted alkyl. 

[0350] Step 1 is a step of amidation, wherein compound (H1-b) may be obtained by the same method as in Scheme 
B-10, Step 4. 

[0351] Step 2 is a step of regioselective bromination, wherein compound (H1 -c) may be obtained similarly to Scheme 
B-10, Step 1. 



(Scheme H-2) 
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( H2 ~ a > (H2-b) ( H2-c) 




[0352] This scheme is a synthesis method for an alkoxy-containing compound (H2-g). In the formulas, R6 represents 
optionally substituted alkyl. 

[0353] Step 1 is a step of esterification. Compound (H2-b) may be obtained by heating to reflux in methanol in the 
presence of a catalytic amount of concentrated sulfuric acid. 

[0354] Step 2 is a step of monoalkylation. Compound (H2-c) may be obtained by reaction with an alkyl halide in 
dimethylformamide in the presence of 5 N aqueous sodium hydroxide. 

[0355] Steps 3 and 4 accomplish nitrilation via a triflate, wherein compound (H2-e) may be obtained by the method 
shown in Scheme F-1. 

[0356] Step 5 is a step of hydrolyzing the ester, wherein compound (H2-f) may be obtained by reaction with aqueous 
sodium hydroxide in an alcohol solvent or a tetrahydrofu ran/alcohol mixed solvent. 

[0357] Step 6 is a step of amidation, wherein compound (H2-g) may be obtained similarly to Scheme B-1 0, Step 4. 
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<Production Process H-3> 
[0358] 



(Scheme H-3) 




Step 3 



(H3-a) (H3-b) (H3-C) OH 




[0359] This scheme is a synthesis method for a derivative of a compound represented by (C-a) wherein R3 is car- 
boxamide. In the formulas, R2 represents hydrogen, optionally substituted alkyi or alkoxy. 

[0360] Step 1 is a step of conversion from a readily available salicylic acid derivative (H3-a) to compound (H3-b), 
and it may be conducted by the same method used for synthesis of compound (G1 -b) [R6 = benzyl] in Scheme G-1 . 
[0361] Step 2 is a step of synthesizing an alcohol by reduction of the carboxyl group, wherein compound (H3-c) may 
be obtained similarly to Scheme E-4, Step 2. 

[0362] Step 3 is a step of protecting the hydroxyl group, wherein compound (E3-d) may be obtained similarly to 
Scheme E-1 , Step 5. 

[0363] Step 4 is a step of introducing a terf-butoxycarbonyl group by halogen-metal exchange. Compound (H3-e) 
may be obtained by lithiation with butyllithium followed by reaction with di-tert-butyl dicarbonate. 
[0364] Step 5 is a step of removing the benzyl-protecting group. Compound (H3-f) may be obtained by hydrogenation 
in the presence of palladium-carbon. 

[0365] The conversion of Step 6 may be carried out by the same series of reactions as shown in Production Process 
F to yield compound (H3-g). 

[0366] Conversion to an amide derivative of compound (H3-g) may be accomplished by the same method shown in 
Production Process G. Here, the compound represented by (H3-g) as an intermediate may itself be converted to a 
compound represented by (A1-a) shown in Scheme C. 

(Scheme H-4) 
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(H4-d) ( H4 ~ e ) (H4-f) 



[0367] This scheme is a synthesis method for compound (H4-f) which is a compound represented by (H3-d) wherein 
R2 is alkoxy. In the formulas, R5 represents optionally substituted alkyl. 

[0368] Step 1 is a step of alkylation of the two hydroxyl groups (R5 represents lower alkyl except benzyl), wherein 
compound (H4-b) may be obtained similarly to Scheme B-1 , Step 1 . 

[0369] Step 2 is a step of regioselective dealkylation. Compound (H4-c) may be obtained by reaction with two equiv- 
alents of aluminum chloride in a solvent such as dichloromethane from freezing to room temperature. 
[0370] Step 3 is a step of introducing benzyl as a protecting group for the hydroxyl group. Compound (H4-e) may be 
obtained by reaction with benzyl bromide in dimethylformamide in the presence of potassium carbonate. 
[0371] Step 4 is a step of regioselective bromination, wherein compound (H4-e) may be synthesized by reaction with 
bromine in an alcohol or acetonitrile solvent. 

[0372] The conversion of Step 5 may be conducted in the same manner as Steps 1 and 2 of Scheme F-1 to obtain 
compound (H4-f). 

[0373] General synthesis methods for the starting materials used in Scheme A-4 of Production Process A will now 
be described. 

<Production Process AP> 

[0374] This is a process for synthesis of intermediates (AP1-c), (AP1-d), (AP1-e), (AP2-b), (AP2-C) and (AP2-d) as 
common starting materials for synthesis of aminophenol derivatives. 



(Scheme AP-1 ) 




<AP1-a) (APi-b) (AP1-c) 



Step 3 

v 




(AP1-e) (AP1-d) 
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[0375] This scheme is a method for synthesis of compound (AP1-e) from compound (AP1-a). In the formulas, R1 
represents hydrogen, optionally substituted alkyl, optionally substituted cycloalkyl or optionally substituted alkoxy. R2 
has the same definition as R6 and R7 in Production Process MO. 

[0376] Step 1 is a step of Friedel-Crafts acylation. Compound (AP1-b) may be obtained by reacting compound 
5 (AP1-a) with acetyl chloride in a solvent such as dichloromethane or toluene, in the presence of a Lewis acid such as 
aluminum chloride, zinc chloride or tin (II) chloride, at -70°C to room temperature. 

[0377] Step 2 is a step of nitration. Compound (AP1-c) may be obtained by reaction with fuming nitric acid or con- 
centrated nitric acid in a solvent such as toluene, hexane, ether or acetic anhydride. Alternatively, the reaction may be 
conducted by generating nitric acid from sodium nitrate and hydrochloric acid. 

io [0378] Step 3 is a step of introducing a substituent R2 having any of various structures at the hydroxy! group of 
compound (AP1-c). Compound (AP1-d) may be obtained by reaction with a halide, mesylate or tosylate in a solvent 
such as dimethylformamide, acetonitrile, tetrahydrofuran, dichloromethane or acetone, in the presence of a base such 
as potassium carbonate, cesium carbonate, sodium hydrogencarbonate, trialkylamine, a pyridine derivative or sodium 
hydride. In the formulas, R2 has the same definition as R6 in Step 1 of Production Process MO. 

'5 [0379] Step 4 is a step of reducing the nitro group. Compound (AP1 -e) may be obtained by reaction in a solvent such 
as tetrahydrofuran, ethyl acetate, methanol or ethanol under a hydrogen atmosphere, in the presence of a catalyst 
such as palladium-carbon. Alternatively, compound (AP1-e) may be obtained by conducting the reaction in a solvent 
such as hydrous methanol or hydrous ethanol in the presence of ammonium chloride, with addition of iron at the reflux 
temperature of the solvent. 

20 



(Scheme AP-2) 



25 




(AP1-a) (AP2-a) (AP2-b) 

30 

^ Step 3 



35 




(AP2-d) (AP2-c) 



[0380] This scheme is a method for synthesis of (AP2-d) from (AP1-a). In the formulas, R1 represents hydrogen, 
optionally substituted alkyl, optionally substituted cycloalkyl or optionally substituted alkoxy. 

[0381] Step 1 is a step of brominating the para-position relative to the phenolic hydroxy! group. Reaction with bromine 
45 is conducted in a solvent such as methanol, ethanol or chloroform. Alternatively, compound (AP2-a) may be obtained 
by reaction with N-bromosuccinimide in a solvent such as acetonitrile or dimethylformamide. 

[0382] Step 2 is a step of nitration. Compound (AP2-b) may be obtained by reaction with fuming nitric acid or con- 
centrated nitric acid in a solvent such as toluene, hexane, ether or acetic anhydride. Alternatively, the reaction may be 
conducted by generating nitric acid from sodium nitrate and hydrochloric acid. 

so [0383] Step 3 is a step of introducing a substituent R2 with any of various structures at the hydroxyl group of compound 
(AP2-b). Compound (AP2-c) may be obtained by reaction with a halide, mesylate or tosylate in a solvent such as 
dimethylformamide, acetonitrile, tetrahydrofuran, dichloromethane or acetone, in the presence of a base such as po- 
tassium carbonate, cesium carbonate, sodium hydrogencarbonate, trialkylamine, a pyridine derivative or sodium hy- 
dride. In the formulas, R2 has the same definition as R6 in Step 1 of Production Process MO. 

55 [0384] Step 4 is a step of reducing the nitro group. Compound (AP2-d) may also be obtained by conducting the 
reaction in a solvent such as hydrous methanol or hydrous ethanol in the presence of ammonium chloride, with addition 
of iron at the reflux temperature of the solvent. 

[0385] The following Production Processes PP to BOL are general production processes for aminophenol derivatives 
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using compounds synthesized by Production Process AP as the starting materials. 
<Production Process PP> 
5 [0386] 



10 



15 




[0387] Production Process PP is a general synthesis method for a piperazine derivative. 

[0388] Step 1 is a step of treating the amino group of compound (PP-a) with bischloroethylamine hydrochloride to 
20 form a piperazine ring. Preferably, compound (PP-a) is reacted with bischloroethylamine hydrochloride in 1 ,2-dichlo- 
robenzene while heating to reflux, and the reaction is conducted while removing the generated hydrogen chloride gas 
to yield compound (PP-b). 

[0389] In the formulas, R1 represents hydrogen, optionally substituted alkyl, optionally substituted cycloalkyl, option- 
ally substituted alkoxy or optionally substituted alkylamino. R2 represents hydrogen or optionally substituted alkyl. 
25 [0390] The formulas in Production Process PP show only a piperazine group, but any 5- to 8-membered ring con- 
taining more than one nitrogen atom may be formed, without any restriction to piperazine. 

[0391] Step 2 is a step of introducing substituent R3 at the secondary amine position of the piperazine of compound 
(PP-b). Compound (PP-b) may be reacted with reagent R3-X1 (X1 = halogen) in an appropriate solvent such as dichlo- 
romethane or tetrahydrofuran, in the presence of an inorganic base such as potassium carbonate or sodium hydro- 

30 gencarbonate or in the presence of an organic base such as trialkylamine or a pyridine derivative to yield compound 
(PP-c) having R3 introduced therein. R3 of reagent R3-X1 represents optionally substituted alkyl, optionally substituted 
alkyl having cyano on the end or a branch, alkyl having protected or substituted carboxylic acid on the end or a branch, 
alkyl having protected or substituted hydroxyl on the end or a branch, alkyl having protected or substituted amino on 
the end or a branch, optionally substituted sulfonyl, optionally substituted acyl, or optionally substituted carbamoyl. 

35 The reagent used to introduce substituent R3 into compound (PP-b) may be, instead of R3-X1 mentioned above, di- 
t-butyl dicarbonate or optionally substituted isocyanate. Compound (PP-b) may be subjected to reductive amination 
using an optionally substituted aldehyde or ketone and sodium triacetoxyborohydride or sodium cyanoborohydride for 
introduction of substituent R3. 

[0392] Compound (PP-c) obtained by this Production Process is converted to the final target compound by Production 
40 Process A. 

<Production Process MO> 

[0393] 

45 



50 




(MO-b) (MO-c) (MO-d) 



55 [0394] Production Process MO is a general production process for a heterocyclic amino derivative. 

[0395] Step 1 is a step of treating the amino group of compound (MO-a) with a reagent represented by 
Z1-Y1-Y2-Y3-Z2 to form a nitrogen-containing ring. 

[0396] Compound (MO-b) may be obtained by reacting compound (MO-a) with reagent Z1-Y1-Y2-Y3-Z2 in an ap- 



61 



EP 1 391 451 A1 



propriate solvent such as dimethylformamide, tetrahydrofuran or dichloromethane, in the presence of an inorganic 
base such as potassium carbonate, sodium hydrogencarbonate or cesium carbonate or in the presence of an organic 
base such as trialkylamine or a pyridine derivative. 

[0397] Z1 and Z2 in the reagent Z1 -Y1 -Y2-Y3-Z2 represent leaving groups such as halogen or sulfonate. Y1 and Y3 
5 represent methylene optionally substituted with alkyl, alkoxy orthe like, carbonyl, carboxyl, sulfonyl or amide. Elements 
to form the main chain at the portion represented by -Y2- include carbon, oxygen, nitrogen and sulfur. There are no 
particular restrictions on the length of the chain. Where possible, the element forming the -Y2- main chain may also 
have as a substituent an optionally substituted alkyl, optionally substituted alkoxy, optionally substituted alkoxyalkyl, 
optionally substituted hydroxyalkyl, hydroxy, carbonyl, optionally protected or substituted carboxyl, optionally protected 
10 or substituted carboxyalkyl, optionally protected or substituted amine or optionally protected or substituted aminoalkyl. 
An oxo group may also be present on the -Y2- main chain and form a carbonyl, sulfonyl or sulfinyl group together with 
carbon or sulfur on the main chain. 

[0398] In the formulas, R1 has the same definition as R1 in Step 1 of Production Process PP. R6 represents an 
optionally substituted alkyl, a protecting group for hydroxyl, such as methoxy methyl, tetrahydropyranyl or trialkylsilyl, 

'5 or alternatively alkyl having cyano at the end or a branch, alkyl having protected or substituted carboxylic acid on the 
end or a branch, arylalkyl having protected or substituted carboxylic acid on the end or a branch, alkyl having a protected 
or substituted hydroxyl group on the end or a branch, arylalkyl having protected or substituted hydroxyl on the end or 
a branch, alkyl having protected or substituted amino on the end or a branch, arylalkyl having protected or substituted 
amino on the end or a branch, optionally substituted sulfonyl, optionally substituted acyl or optionally substituted car- 

20 bamoyl. 

[0399] Step 2 is a step of deprotection when R6 of compound (MO-b) is a protecting group for the phenolic hydroxyl 
group. For example, compound (MO-c) wherein R6 is methoxymethyl may be obtained by treating compound (MO-b) 
with an acidic mixed solvent such as 5 N hydrochloric acid/acetone or 10% aqueous perchloric acid/tetrahydrofuran. 
[0400] Step 3 is a step of introducing a new substituent R7 at the phenolic hydroxyl group of compound (MO-c). 

25 [0401] R7 has the same definition as R6 in Step 1 of Production Process MO. 

[0402] Compound (MO-d) wherein X2 of reagent R7-X2 described below is a leaving group such as halogen or 
sulfonate may be synthesized in the following manner. The compound (MO-d) may be obtained by reacting compound 
(MO-c) with reagent R7-X2 in an appropriate solvent such as dimethylformamide, acetonitrile, diethyl ether, tetrahy- 
drofuran or dichloromethane, in the presence of an inorganic base such as potassium carbonate, sodium hydrogen- 

30 carbonate or cesium carbonate or in the presence of an organic base such as trialkylamine or a pyridine derivative, or 
in the presence of sodium hydride. 

[0403] Compound (MO-d) wherein R7 is methyl may be obtained at a high yield by reacting compound (MO-c) with 
diazomethane in diethyl ether or with trimethylsilyldiazomethane in acetonitrile-diisopropylethylamine-methanol. 
[0404] Compound (MO-d) wherein X2 in reagent R7-X2 is hydroxyl may be obtained by reacting compound (MO-c) 
35 with reagent R7-X2 by the publicly known Mitsunobu reaction in an appropriate solvent such as tetrahydrofuran or 
toluene. 

[0405] In Production Process MO, R6 and R7 may sometimes undergo conversion to a structure which is not defined 
herein by a method easily predictable by a person skilled in the art at an appropriate stage after introduction. Likewise, 
the -N-Y1 -Y2-Y3(-N) portion obtained by cyclization in Step 1 may also undergo conversion to a structure which is not 
40 defined herein. (Conversion of the -N-Y1 -Y2-Y3(-N) portion is described in some of the following Production Process 
examples). 

[0406] Compounds (MO-b), (MO-c) and (MO-d) obtained in this Production Process are converted to the final target 
compounds by Production Process A. 

45 <Production Process PR> 

[0407] Production Process PR is a general synthesis method for pyrrolidine derivatives. 
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(Scheme PR-1) 
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[0408] Scheme PR-1 is one production process whereby the -N-Y1 -Y2-Y3(-N) portion obtained by cyclization in Step 
1 of Production Process MO may undergo additional structural conversion. In the formulas, R1 has the same definition 
as R1 in Step 1 of Production Process PP. R10 and R11 have the same definitions as R6 and R7 in Production Process 
MO. Although only methoxymethyl is mentioned as a protecting group for the phenolic hydroxyl groups of compounds 
(PR1-a) and (PR1-b), there is no limitation to methoxymethyl. 

[0409] Step 1 is a step of introducing a substituent R10 at the hydroxyl group of compound (PR1-a). The reaction is 
conducted using reagent R1 0-X3 in an appropriate alkaline hydrous organic solvent, in the presence of a phase transfer 
catalyst. Preferably, compound (PR1 -b) is obtained by reaction of reagent R1 0-X3 with compound (PR1 -a) in a mixture 
of 50% aqueous sodium hydroxide and toluene in the presence of tetrabuty I ammonium bromide. Here, X3 is a leaving 
group such as a halogen or sulfonate. 

[0410] Step 2 is a step of treating compound (PR1-b) in the same manner as Step 2 of Production Process MO to 
yield compound (PR1-c). 

[0411] Step 3 is a step of introducing a new substituent R11 at the phenolic hydroxyl group of compound (PR1-c). 
Compound (PR1 -c) may be treated in the same manner as for introduction of R7 in Step 3 of Production Process MO 
to yield compound (PR1-d) having R11 introduced therein. 

[0412] Step 4 is a step of treating compound (PR1-a) in the same manner as Step 2 of Production Process MO to 
yield compound (PR1 -e). 

[0413] Step 5 is a step of selectively introducing substituent R11 only at the phenolic hydroxyl group of compound 
(PR1-e). Utilizing the difference in reactivity between the two hydroxyl groups of compound (PR1-e), treatment may 
be carried out in the same manner as for introduction of R7 in Step 3 of Production Process MO to yield compound 
(PR1-f) having R11 introduced therein. 

[0414] Step 6 is a step of treating compound (PR1-f) in the same manner as Step 1 of this Scheme PR-1 to yield 
compound (PR1-d). 

[0415] Compounds (PR1 -b) and (PR1 -d) obtained in this Scheme PR-1 are converted to the final target compounds 
by Production Process A. 
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(Scheme PR- 2) 
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[0416] Scheme PR-2 is one production process whereby the -N-Y1-Y2-Y3(-N) portion obtained by cyclization in Step 
1 of Production Process MO may undergo additional structural conversion. In the formulas, R1 has the same definition 
as R1 in Step 1 of Production Process PP. R15 and R20 have the same definitions as R6 and R7 in Production Process 
MO. 

[041 7] Step 1 is a step of replacing the hydroxyl group of compound (PR1 -a) with a substituent R1 4 (F or CN). When 
R14 is fluoro, compound (PR1-a) may be treated with diethylaminosulfurtrifluoride (DAST) in dichloromethane to yield 
compound (PR2-a: R14 = F). When R14 is cyano, the hydroxyl group of compound (PR1-a) may first be converted to 
a leaving group with an acyl chloride reagent such as methanesulfonyl chioride in an appropriate solvent such as 
dichloromethane, in the presence of a base such as triethylamine. A hydrogen cyanide salt may then be reacted with 
this intermediate to introduce a cyano group. Preferably, the intermediate is added to dimethylformamide and reacted 
with sodium cyanide in the presence of tetrabutylammonium iodide to yield compound (PR2-a: R14 = CN). 
[0418] Step 2 is a step of treating compound (PR2-a)(R14 = F or CN) in the same manner as Step 2 of Production 
Process MO to yield compound (PR2-b) (R14 = F or CN). 

[0419] Step 3 is a step of introducing substituent R1 5 at the phenolic hydroxyl group of compound (PR2-b)(R14 = F 
or CN). Compound (PR2-b) may be treated in the same manner as for introduction of R7 in Step 3 of Production 
Process MO to yield compound (PR2-c)(R14 = F or CN) having R15 introduced therein. 

[0420] Step 4 is a step of converting compound (PR2-c) wherein R1 4 = CN to compound (PR2-d) wherein the cyano 
group is converted to a carboxyl group by alkali hydrolysis. Preferably, compound (PR2-c) wherein R14 = CN may be 
reacted by heating to reflux in a mixed solvent of aqueous sodium hydroxide and ethanol to yield compound (PR2-d). 
[0421] Step 5 is a step of esterifying or amidating the carboxylic acid group of compound (PR2-d) for introduction of 
a substituent R1 8 by common methods. The carboxylic acid group of compound (PR2-d) may be converted to an active 
species by a common method such as an acid mixing method using a chloroformic acid ester or an acid chloride method 
using oxalyl chloride, and then reacted with an alcohol or amine for conversion to (PR2-e). Alternatively, (PR2-d) may 
be esterified by reaction with the corresponding alkyl halide reagent in the presence of an appropriate base or by 
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reaction with di-terf-butyl dicarbonate in tert-butyl alcohol in the presence of dimethylaminopyridine. Compound (PR2-d) 
may also be subjected to dehydration reaction using an alcohol or amine and a peptide-forming condensing agent, for 
conversion to compound (PR2-e). The synthesis may also be carried out by other suitable known reactions. R1 8 rep- 
resents amino or alkoxy. 

s [0422] Step 6 is a step of subjecting compound (PR2-a: R14 = CN) to alkali hydrolysis in the same manner as Step 
4 followed by treatment in the same manner as the esterification in Step 5, and then ketal protection of the carbonyl 
group of the acetophenone. After converting compound (PR2-a: R1 4 = CN) to a carboxylic acid ester, it may be reacted 
with a ketalizing reagent such as methyl orthoformate under acidic conditions to yield compound (PR2-f). Preferably, 
the methyl orthoformate is reacted with the carbonyl group in methanol in the presence of an acid catalyst such as 

io camphorsulfonic acid or p-toluenesulfonic acid and Molecular Sieve 3A, to yield compound (PR2-f). 

[0423] Step 7 is a step of reducing the ester group of compound (PR2-f) for conversion to a hydroxymethyl group, 
and then selectively deprotecting only the ketal protection of the acetophenone carbonyl group. First, compound (PR2-f) 
is reacted with an ester-reducing reagent such as lithium aluminum hydride in an appropriate solvent such as tetrahy- 
drofuran or diethyl ether, for conversion to a hydroxymethyl group. Next, under mildly acidic conditions, preferably 

'5 under conditions with an acetic acid-tetrahydrofu ran -water (4:1 :1) mixed acid solvent, the ketal protecting group for 
the carbonyl group is selectively deprotected while leaving the methoxymethyl group for the phenolic hydroxyl, to yield 
compound (PR2-g). 

[0424] Step 8 is a step of converting the hydroxyl group of compound (PR2-g) to substituent R1 9 (cyano or various 
alkoxy). 

20 [0425] When R19 is cyano, treatment is carried out in the same manner as for conversion in Step 1 when R14 is 
cyano, to yield compound (PR2-h) wherein the hydroxymethyl group of compound (PR2-g) is converted to cyanomethyl, 
in which case R1 9 represents cyano. When R1 9 is an alkoxy group, compound (PR2-g) is treated in the same manner 
as Step 1 of Scheme PR-1 to yield compound (PR2-h) for conversion to the alkoxy group, in which case R19 has the 
same definition as OR1 0 in Scheme PR-1 . 

25 [0426] Step 9 is a step of deprotecting the methoxymethyl group serving as the protecting group for the phenolic 
hydroxyl of compound (PR2-h), and then introducing a substituent R20. First, compound (PR2-h) is treated in the same 
manner as Step 2 of Production, Process MO to remove the methoxymethyl group. It is then treated in the same manner 
as for introduction of R7 in Step 3 of Production Process MO to yield compound (PR2-i) having R20 introduced therein. 
[0427] Compounds (PR2-c), (PR2-e) and (PR2-i) obtained in this Scheme PR-2 are converted to the final target 

30 compounds by Production Process A. 



(Scheme PR- 3) 




<PR3-a) (PR3-b) (PR3-C) 




(PR3-e) 

55 [0428] Scheme PR-3 is one production process whereby the -N-Y1 -Y2-Y3(-N) portion obtained by cyclization in Step 
1 of Production Process MO may undergo additional structural conversion. In the formulas, R1 has the same definition 
as R1 in Step 1 of Production Process PP. R23, R24 and R25 have the same definitions as R6 and R7 in Production 
Process MO. 
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[0429] Step 1 is a step of treating compound (PR3-a) in the same manner as Step 1 of Scheme PR-1 to yield com- 
pound (PR3-b) having one substituent R24 introduced therein and compound (PR3-c) having two substituents R24 
introduced therein. Alternatively, when R24 is a methoxymethyl group or the like, an excess of methoxymethyl chloride 
may be reacted with compound (PR3-a) in the presence of diisopropylethylamine to yield compounds (PR3-b) and 
5 (PR3-c). Compounds (PR3-b) and (PR3-c) may be separated by silica gel column chromatography. 

[0430] Step 2 is a step of treating compound (PR3-b) in the same manner as Step 1 to yield compound (PR3-d) 
having a newly introduced substituent R25. 

[0431] Step 3 is a step of stereoinversion of the hydroxyl group of compound (PR3-b) to yield compound (PR3-e). 
Compound (PR3-b) is reacted with m-nitrobenzenesulfonyl chloride in dichloromethane in the presence of triethylamine 
10 and dimethylaminopyridine. It is then treated with cesium acetate while heating in dimethylsulfoxide to yield a hydroxyl- 
inverted acetate. This is treated with potassium carbonate in methanol to yield the hydroxyl -inverted compound (PR3-e). 
[0432] Compounds (PR3-b), (PR3-c) and (PR3-d) obtained in Scheme PR-3 are converted to the final target com- 
pounds by Production Process A. Compound (PR3-e) may also be treated in the same manner as Step 2 of this Scheme 
and then converted to the final target compound by Production Process A. 

15 

(Scheme PR- 4) 



20 



25 
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[0433] Scheme PR-4 is one production process whereby the -N-Y1 -Y2-Y3(-N) portion obtained by cyclization in Step 
1 of Production Process MO may undergo additional structural conversion. In the formulas, R1 has the same definition 
40 as R1 in Step 1 of Production Process PP. R26 has the same definition as R6 and R7 in Production Process MO. 

[0434] Step 1 is a step of treating compound (PR4-a) with Lawesson's reagent while heating in a 1 ,4-dioxane solvent 
to yield a thioamide (PR4-b). 

[0435] Step 2 is a step of treating compound (PR4-b) with ethyl O -triflu o rom eth a nesulfony I hydroxy acetate, triphe- 
nylphosphine and triethylamine to yield compound (PR4-c). 
45 [0436] Step 3 is a step of reacting compound (PR4-C) with sodium triacetoxyborohydride in 1 ,2-dichloroethane in 
the presence of acetic acid for reduction of the enamine to yield compound (PR4-d). 

[0437] Step 4 is a step of converting compound (PR4-d) to a carboxylic acid derivative (PR4-e) under appropriate 
conditions such that substituent R26 is not affected. Generally, it is treated with aqueous sodium hydroxide or aqueous 
lithium hydroxide in an alcohol or an alcohol-tetrahydrofuran mixed solvent for alkali hydrolysis to yield compound 
so (PR4-e). 

[0438] Step 5 is a step of treating compound (PR4-e) with di-ferf-butyl dicarbonate in terf-butanol in the presence of 
dimethytaminopyridine to yield the terf-butylesterified compound (PR4-f). 

[0439] Compounds (PR4-c),(PR4-d) and (PR4-f) obtained in this Scheme (PR-4) are converted to the final target 
compounds by Production Process A. 

55 
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(Scheme PR- 5) 
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EtOOC X COOEt EtOOC^ EtOOC^ 

( p R5-a) , PR5 _ b) (PRS . C) (RR ^ d) 

EtOOC EtOOC EtOOC^ EtOOC 

(PR5-e) (PR5-f) (PR5-g) (PRS-h) 



[0440] Scheme PR-5 is one production process whereby the -N-Y1 -Y2-Y3(-N) portion obtained by cyclization in Step 
1 of Production Process MO may undergo additional structural conversion. In the formulas, R1 has the same definition 
as R1 in Step 1 of Production Process PP. R27 has the same definition as R6 and R7 in Production Process MO. 
[0441] Step 1 is a step of treating compound (PR5-a) with a catalytic amount of rhodium (II) acetate dimer and the 
known reagent diethyl diazomalonate while heating in a toluene solvent, to yield compound (PR5-b). 
[0442] Step 2 is a step of treating compound (PR5-b) with equivalents of sodium ethoxide and ethyl acrylate while 
heating in ethanol to yield the cyclized compound (PR5-C). 

[0443] Step 3 is a step of treating compound (PR5-c) with 5 N hydrochloric acid while heating in ethanol to yield 
compound (PR5-d) having the methoxymethyl protecting group removed. 

[0444] Step 4 is a step of converting compound (PR5-d) to compound (PR5-e) having a newly introduced substituent 
R27. Compound (PR5-e) may be obtained by treatment in the same manner as for introduction of R7 in Step 3 of 
Production Process MO. 

[0445] Step 5 is a step of treating compound (PR5-e) with 1 ,2-bis(trimethylsiloxy)ethane and triethylsilyltrif late in 
dichloromethane to yield compound (PR5-f) wherein the acetyl carbonyl of compound (PR5-e) is ketal-protected. 
[0446] Step 6 is a step of reducing the lactam carbonyl of compound (PR5-f) for conversion to methylene. Compound 
(PR5-f) may be reacted with tris(triphenylphosphine)rhodium(l) carbonyl hydride and diphenylsilane in an appropriate 
solvent such as tetrahydrofuran to yield compound (PR5-g). 

[0447] Step 7 is a step of reacting compound (PR5-g) in 5% hydrochloric acid-tetrahydrofuran to yield the ketal- 
deprotected compound (PR5-h). 

[0448] Compounds (PR5-d),(PR5-e) and (PR5-h) obtained in Scheme PR-5 are converted to the final target com- 
pound by Production Process A. 
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Production Process PS> 
[0449] 



5 




40 

[0450] This Production Process PS is a general synthesis method for a piperidine derivative. In the formulas, R1 has 
the same definition as R1 in Step 1 of Production Process PP. R28 and R30 have the same definitions as R6 and R7 
in Production Process MO. 

[0451] Step 1 is a step of reacting compound (PS-a) with formaldehyde to produce an imine, and then subjecting it 
45 to hetero Diels-Alder reaction with a diene having an enol ether structure to form an oxopiperidine ring. Preferably, 
Compound (PS-a) is reacted with 37% formalin in dichloromethane in the presence of magnesium sulfate to produce 
an imine, and the reaction mixture is filtered with celite. After adding 2-trimethylsilyloxy-1 ,3-butadiene and toluene to 
the filtrate and cooling to -70°C, a 1 M hexane solution of diethylaluminum chloride is added dropwise and the tem- 
perature is raised. After completion of the reaction, it is exchanged with a tetrahydrofuran solution and treatment is 
so carried out with 1 N hydrochloric acid to yield compound (PS-b) having the silylenol ether converted to a ketone. 

[0452] Step 2 is a step of treating compound (PS-b) with p-toluenesulfonylmethyl isocyanide (TosMIC) in dimethox- 
yethane-fert-butanol in the presence of tert-butoxypotassium, to yield compound (PS-c) having the oxo group converted 
to cyano. 

[0453] Step 3 is a step of reacting the carbonyl group of compound (PS-b) with any of various organometallic reagents 
55 to yield a tertiary alcohol (PS-d) having an added substituent R29. For example, compound (PS-b) may be reacted 
with methylmagnesium bromide in diethyl ether to yield compound (PS-d) having an added methyl group. R29 repre- 
sents alkyl, alkenyl or alkynyl. 

[0454] Step 4 is a step of treating compound (PS-b) with a reducing agent for conversion to an alcohol compound 
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(PS-e). Any of various reducing agents may be used, but treatment with sodium borohydride in a methanol-dichlo- 
romethane mixed solvent is preferred to yield compound (PS-e). 

[0455] Step 5 is a step of treating compound (PS-e) in the same manner as Step 1 of Scheme PR-1 of Production 
Process PR to yield compound (PS-f) having a newly introduced substituent R30 at the hydroxy! group. Substituent 
R30 has the same definition as R6 and R7 in Production Process MO. 

[0456] Step 6 is a step of Horner-Emmons reaction at the carbonyl group of compound (PS-b) to yield the carbon- 
carbon bond formed unsaturated ester (PS-g). After treating a fe/t-butyl diethylphosphonoacetate with sodium hydride 
in 1 ,2-dimethoxyethane, compound (PS-b) dissolved in 1 ,2-dimethoxyethane is added to yield Compound (PS-g). 
[0457] Step 7 is a step of 1 ,4-reduction of the unsaturated ester. Compound (PS-g) may be treated with sodium 
borohydride in a dichloromethane-methanol mixed solvent in the presence of a catalytic amount of nickel (II) chloride-6 
hydrate, or reacted with magnesium in methanol for selective 1 ,4-reduction of the unsaturated ester to yield compound 
(PS-h). 

[0458] A piperidine derivative may also be synthesized by the following Steps 8 to 1 0. 

[0459] Step 8 is a step of treating compound (PS-i) in the same manner as Step 1 to yield compound (PS-j), with 
simultaneous formation of a oxopiperidine ring and deprotection of the methoxymethyl group serving as the phenolic 
hydroxyl-protecting group. 

[0460] Step 9 is a step of treating compound (PS-j) in the same manner as for introduction of R7 in Step 3 of Production 
Process MO, to yield compound (PS-k) substituted with substituent R28. 

[0461] Step 10 is a step of selectively protecting the carbonyl group of the acetophenone of compound (PS-k). After 
adding compound (PS-k) to tetrahydrofuran, adding triethylamine and cooling to -70°C, the mixture is treated with tert- 
butyldimethylsilyl trifluoromethanesulfonate. The state of the reaction is periodically examined by thin-layer column 
chromatography, and the temperature is gradually raised if necessary. Water may be added at low temperature to stop 
the reaction to yield compound (PS-m). 

[0462] Finally, Compound (PS-m) may be treated in the same manner as in Steps 2, 3 and 4. Alternatively, it may 
be converted directly to an acyl bromide according to Production Process A for conversion to the final target compound. 
[0463] Compounds (PS-b), (PS-c), (PS-d), (PS-e), (PS-f), (PS-g), (PS-h), (PS-j) and (PS-k) obtained in this Produc- 
tion Process are converted to the final target compounds by Production Process A. 
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<Production Process AN> 
[0464] 



5 

(Scheme AN-1) 




[0465] This scheme is a general synthesis for an aniline derivative. In the formulas, R1 has the same definition as 
in Step 1 of Production Process PP. R31 , R32 and R33 have the same definitions as R6 and R7 in Production Process 
MO. 

so [0466] Step 1 is a step of introducing one or two substituents R31 at the amino group of compound (AN1 -a). Com- 
pound (AN1-a) may be treated in approximately the same manner as for introduction of R7 at the hydroxyl group in 
Step 3 of Production Process MO to yield compounds (AN 1 -b) and (ANi-c). When R31 is bonded to the aniline amino 
group as simple alkyl and not via acyl or sulfonyl (for example, when R31-I or R31-Br is used as the reagent), a 
prolonged reaction with heating may be necessary to introduce the substituent R31 . Incidentally, compounds (AN1-b) 

55 and (AN1-c) may be easily separated and purified by silica gel column chromatography. 

[0467] Step 2 is a step of treating compound (AN1-b) in the same manner as Step 1 to yield compound (AN1-d) 
having a newly introduced substituent R32. 

[0468] Step 3 is a step of treating compounds (AN1-c) and (AN1-d) in the same manner as Step 2 of Production 
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Process MO to yield the respective compounds (AN1-e) and (AN1-f). 

[0469] Step 4 is a step of treating compounds (AN1-e) and (AN 1 -f) in the same manner as for introduction of R7 in 
Step 3 of Production Process MO to yield the respective compounds (AN1-g) and (AN1-h). 

[0470] Step 5 is a step of using compound (AN1 -i) as the starting material for treatment in the same manner as Step 
5 1 to yield compound (AN1 -j) having substituents R31 and R33. Compound (AN1 -g) can also be obtained by this method. 
[0471] Step 6 is a step of treating compound (AN1-j) in the same manner as Step 2 to yield compound (AN1-h). 
[0472] Step 7 is a step of treating compound (AN1 -i) in the same manner as the ketalizing step of Step 6 in Scheme 
PR-2, to yield compound (AN1 -k). 

[0473] Step 8 is a step of using an aldehyde or ketone (represented by R34-(C=0)-R35) and a reducing agent for 

10 reductive amination to yield compound (AN1 -m). 

[0474] Compound (AN1 -k) may be reacted with sodium cyanoborohydride in a methanol-acetic acid mixed solvent 
or reacted with sodium triacetoxyborohydride in a 1 ,2-dichloroethane-acetic acid mixed solvent, to directly yield com- 
pound (AN1-m) having the ketal protecting group also deprotected. Either or both R34 and R35 may be hydrogen, or 
R34 and R35 may together form a ring. 

'5 [0475] Step 9 is a step of using an aldehyde or ketone (represented by R34-(C=0)-R35) and a reducing agent for 
reductive amination to yield compound (AN1 -m), without ketal protection of compound (AN1 -i). In most cases, reaction 
is conducted with sodium triacetoxyborohydride in a 1 ,2-dichloroethane-acetic acid mixed solvent. 
[0476] Compounds (AN1-b), (AN1-c), (AN1-d), (AN1-e), (AN1-f), (AN1-g), (AN1-h), (AN1-j) and (AN1-m) obtained 
in this Scheme AN-1 are converted to the final target compounds by Production Process A. 

20 




40 [0477] Scheme AN-2 is a general synthesis method for further structural conversion of the substituents on the aniline 
nitrogen of the intermediate synthesized in Scheme AN-1 . In the formulas, R1 has the same definition as R1 in Step 
1 of Production Process 1. R36 has the same definition as R6 and R7 in Production Process MO. Either or both R37 
and R38 may form an amide bond with the aniline nitrogen, or the substituents may have ester structures. One of the 
substituents on the aniline nitrogen of the starting material (AN2-a) may be hydrogen, 

45 [0478] Step 1 is a step of treating compound (AN2-a) in the same manner as the ketalizing reaction step of Step 6 
in Scheme PR-2 of Production Process PR, to yield compound (AN2-b) having the carbonyl group protected. 
[0479] Step 2 is a step of treating compound (AN2-b) with a reducing agent for conversion of an amide group to 
methyleneamino (from -N-CO- to -N-CH2-), or of an ester to an alcohol (from -CO-O- to -CH2-OH, from -O-CO- to 
-OH). Preferably, compound (AN2-b) may be treated with lithium aluminum hydride in diethyl ether to yield compound 

so (AN2-c). Substituents R39 and R40 are defined as the structures after this conversion of R37 and R38. 

[0480] Step 3 is a step of treating compound (AN2-c) in the same manner as the ketal deprotection step of Step 7 
in Scheme PR-2, to yield compound (AN2-d). 

[0481] Step 4 is a step carried out only when compound (AN2-d) has a hydroxy! group on substituent R39 or R40, 
and here a new substituent is introduced at the hydroxyl group to yield compound (AN2-e) by conversion to substituents 
55 R41 and R42. 

[0482] The reaction of this step is conducted in the same manner as Step 1 in Scheme PR-1 of Production Process 
PR. Compounds (AN2-d) and (AN2-e) obtained in this Scheme (AN-2) are converted to the final target compounds by 
Production Process A. 
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<Production Process BO> 

[0483] The following Schemes BO-1 , 2, 3 and 4 of Production Process BO are general synthesis methods for ben- 
zoxazine derivatives. 

5 

(Scheme BO-1) 
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[0484] Intheformulas, R1 has the same definition as R1 in Step 1 of Production Process PR R2 represents hydrogen, 
optionally substituted alkyl or the like. R3 represents hydrogen, halogeno, oxo, optionally substituted alkyl, optionally 

25 substituted alkoxy, optionally substituted acyl, optionally substituted carboxyl or optionally substituted carbamoyl. 

[0485] Step 1 is a step of acylating the amino group. Compound (BOI -b) may be obtained either by reaction with an 
acyl chloride at room temperature in a solvent such as tetrahydrofuran, methylene chloride or acetonitrile in the pres- 
ence of a base such as pyridine or triethylamine, or by reaction with an acid anhydride in a pyridine solution. 
[0486] Step 2 is a step of deprotecting the methoxymethyl group protecting the alcohol. Compound (BOI -c) may be 

30 obtained by reaction with dilute aqueous hydrochloric acid and 1 0% aqueous perchloric acid in a solvent such as 
tetrahydrofuran or acetone at room temperature. 

[0487] Step 3 is a step of alkylating the hydroxyl and amino groups. Compound (BOI -d) may be obtained by reaction 
with a dihalide, dimesylate or ditosylate in a dimethylformamide solution in the presence of a base such as potassium 
carbonate, cesium carbonate or sodium hydride, while heating from room temperature to 150°C. 
35 [0488] Step 4 is a step of deacylation. Compound (BOI-e) may be obtained either by reaction with an aqueous 
sodium hydroxide solution in a solvent such as methanol, ethanol or tetrahydrofuran, at room temperature to the reflux 
temperature of the solvent, or by reaction in an aqueous hydrochloric acid solution at room temperature to the reflux 
temperature of the solvent. 

[0489] Compounds (B0 1 -d) and (B0 1 -e) obtained in this Scheme BO- 1 are converted to the final target compounds 
40 by Production Process A. 



(Scheme BO-2) 
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[0490] In the formulas, R1 has the same definition as R1 in Step 1 of Production Process PP. R2 has the same 
55 definition as R3 in Scheme BO-1 . 

[0491] Step 1 is a step of alkylating the hydroxyl group. Compound (B02-b) may be obtained by reaction with a 
dihalide, dimesylate or ditosylate in a dimethylformamide solution while heating from room temperature to 150°C. 
[0492] Step 2 is a step of forming an oxazine ring. Reaction is conducted with a dihalide, dimesylate or ditosylate in 
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a dimethylformamide solution in the presence of a base such as potassium carbonate, cesium carbonate or sodium 
hydride, while heating from room temperature to 1 50°C. Reaction is then conducted at room temperature in an ethanol 
or methanol solution in the presence of a catalytic amount of palladium-carbon in a hydrogen atmosphere to yield 
compound (B02-c). 

[0493] Compound (B02-c) obtained in this Scheme BO-2 is converted to the final target compound by Production 
Process A. 



(Scheme BO- 3) 




(B03-a) (B03-b) 



[0494] In the formulas, R1 represents hydrogen, optionally substituted alkyl, optionally substituted cycloalkyl or op- 
tionally substituted alkoxy. R2 represents hydrogen, optionally substituted alkyl, alkyl having cyano at the end or a 
branch, optionally substituted alkoxy, optionally substituted arylalkyl, optionally substituted acyl, optionally substituted 
sulfonyl, optionally substituted carbamoyl or optionally substituted carboxyl. 

[0495] Step 1 is a step of alkylating, acylating, substituted carbamoylating or urethanating the amino group, by any 
of the following methods 1 to 4. 

1 . Compound (B03-b) may be obtained by reaction with a halide, mesylate or tosylate in a dimethylformamide 
solution in the presence of a base such as potassium carbonate, cesium carbonate or sodium hydride, while heating 
from room temperature to 150°C. 

2. Compound (B03-b) may be obtained either by reaction with an acyl chloride, sulfonyl chloride or isocyanate at 
room temperature in a solvent such as tetrahydrofuran, methylene chloride or acetonitrile, in the presence of a 
base such as pyridine ortriethylamine, or by reaction with an acid anhydride in a pyridine solution. 

3. Compound (B03-b) may be obtained by reaction with ethyl N-(1-cyano)iminoformate in a methanol or ethanol 
solvent in the presence of a catalytic amount of 4-dimethylaminopyridine, at room temperature to the reflux tem- 
perature of the solvent. 

4. Compound (B03-b) may be obtained by reaction with trimethyl orthoformate ortriethyl orthoformate in a meth- 
anol or ethanol solvent in the presence of a catalytic amount of p-toluenesulfonic acid or camphorsulfonic acid, 
ketal protection of the acetyl group and introduction of different substituents by methods 1 to 3 above, followed by 
deprotection under acidic conditions. 

[0496] Compound (B03-b) obtained in this Scheme BO-3 is converted to the final target compound by Production 
Process A. 



(Scheme BO-4) 




(B04-a) (B04-b) (B04-C) 



[0497] In the formulas, R1 has the same definition as R1 in Step 1 of Production Process PP. R2 has the same 
definition as R3 in Scheme BO-1 . R3 has the same definition as R2 in Scheme BO-3. 

[0498] Step 1 is a step of alkylation. Compound (B04-b) may be obtained by the method described in Tawada, H., 
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Sugiyama, Y., Ikeda, H., Yamamoto, Y., Meguro, K; Chem. Pharm. Bull., 38(5), 1238-1245(1990), or by reaction with 
allyl bromide, maleic anhydride or the like in a solvent such as methanol, ethanol or toluene in the presence of a base 
such as potassium carbonate, cesium carbonate or sodium hydrogencarbonate at room temperature to the reflux 
temperature of the solvent, followed by reaction in a methanol or ethanol solvent in the presence of a base such as 
potassium carbonate or triethylamine, at room temperature to the reflux temperature of the solvent. 
[0499] Step 2 is a step of alkylating, acylating, substituted carbamoylating or urethanating the amino group. Com- 
pound (B04-c) may be obtained by treatment in the same manner as Step 1 of Scheme BO-3. 
[0500] Compounds (B04-b) and (B04-c) obtained in Scheme BO-4 are converted to the final target compound by 
Production Process A. 

<Production Process BOL> 

[0501] 




(BOL-a) (BOL-b) 



[0502] Production Process BOL is a general synthesis method for a benzoxazole derivative. In the formulas, R1 has 
the same definition as R1 in Step 1 of Production Process PP. R2 represents hydrogen, optionally substituted alkyl or 
optionally substituted alkoxy. 

[0503] Step 1 is a step of forming an oxazole ring. Compound (BOL-b) may be obtained by reaction with an acid 
chloride in a solvent such as tetrahydrofuran, methylene chloride or acetonitrile in the presence of a base such as 
triethylamine, followed by reaction with dilute aqueous hydrochloric acid or p-toluenesulfonic acid in a solvent such as 
ethanol, methanol, tetrahydrofuran or methyl ethyl ketone. 

[0504] The benzoxazoleethanone derivative (BOL-b) obtained in Production Process BOL is converted to the final 
compound by Production Process A. 

<Production Process CA> 

[0505] Schemes CA-1 , 2 and 3 below in Production Process CA are general synthesis methods for catechol deriv- 
atives. 



(Scheme CA-1) 
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[0506] In the formulas, R1 has the same definition as R1 in Step 1 of Production Process PP. R2, R3 and R4 have 
25 the same definitions as R6 and R7 in Production Process MO. 

[0507] Step 1 is a step of methoxymethylating the hydroxyl group of compound (CA1-a). Compound (CA1-b) is 
obtained by reaction of compound (CA1-a) and sodium hydride in dimethylformamide at room temperature, followed 
by reaction with methoxymethyl chloride(MOM-CI). 

[0508] Step 2 is a step of introducing a formyl group by ortholithiation utilizing the substituent effect of the meth- 
30 oxymethyl group of compound (CA1 -b). The orthoformylated compound (CA1 -c) is obtained by treatment of compound 
(CA1 -b) with n-butyllithium in a diethyl ethersolvent while cooling on ice in the presence of tetramethylethylenediamine, 
followed by treatment with a formylating agent such as dimethylformamide or N-formylmorpholine. 
[0509] Step 3 is a step of brominating the para-position relative to the methoxymethyl group of compound (CA1 -c). 
Compound (CA1 -d) is obtained by reaction of compound (CA1 -c) with bromine in methanol at room temperature, and 
35 removal of the methoxymethyl group by the hydrogen bromide generated in the system. 

[0510] Step 4 is a step of introducing any of various substituents at the hydroxyl group of compound (CA1 -d). Com- 
pound (CA1-e) is obtained by the same method as for introduction of R7 in Step 3 of Production Process MO. 
[0511] Step 5 is a step of oxidative conversion of the formyl group to a hydroxyl group. Compound (CA1-f) is obtained 
by reacting compound (CA1 -e) with m-chloroperbenzoic acid in dichloromethane at room temperature or with heating, 
40 and then hydrolyzing the purified ester using potassium carbonate in methanol. 

[051 2] Step 6 is a step of obtaining compound (CA1 -g) having substituent R3 introduced therein by the same method 
as in Step 4 of Scheme CA-1 . 

[0513] Step 7 is a step of conversion to substituent R4 when R2 is a hydroxyl-protecting group. Compound (CA1-h) 
is obtained in the same manner as the continuous treatment in Steps 2 and 3 of Production Process MO. 
45 [0514] Compounds (CA1 -g) and (CA1 -h) obtained in this Scheme CA-1 are converted to the final target compound 
by Production Process A. 



(Scheme CA-2) 
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[0515] Scheme CA-2 is a general synthesis method for a cyclic catechol derivative. In the formulas, R1 has the same 
definition as R1 in Step 1 of Production Process PR R2 and R4 have the same definitions as R6 and R7 in Production 
Process MO. 

[0516] Step 8 is a step of conversion to a catechol when R2 is a removable hydroxyl-protecting group. When R2 is 
methoxymethyl, a diol (catechol) (CA2-a) is obtained by treating compound (CA1-f) with 6 N hydrochloric acid. 
[0517] Step 9 is a step of cyclizing the catechol by alkylation. Compound (CA2-a) is reacted with a 1 ,2-dibromoethyl 
derivative in a solvent such as dimethylformamide, acetonitrile or acetone in the presence of a base such as potassium 
carbonate, cesium carbonate or sodium hydride, to yield a fused dioxane ring (CA2-b). Compound (CA2-a) may also 
be treated with acetone in the presence of phosphorus pentaoxide to yield a 5-membered cyclic product (CA2-b) as 
an acetonide. 

[0518] Compound (CA2-b) obtained in this Scheme CA-2 is converted to the final target compound by Production 
Process A. 



(Scheme CA-3) 
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[0519] Scheme CA-3 is a general synthesis method for a disubstituted catechol derivative. In the formulas, R5 and 
R6 have the same definitions as R6 and R7 in Production Process MO. 

[0520] Step 10 is a step of obtaining compound (CA3-b) by the same method as in Step 4 of Scheme CA-1 using 
the catechol (CA3-a) as the starting material. 

[0521] Step 11 is a step of treating compound (CA3-b) by the same method as in Step 3 of Scheme CA-1 to yield 
compound (CA3-c) which is selectively brominated at the para-position relative to the non-substituted hydroxyl group. 
[0522] Step 12 is a step of obtaining compound (CA3-d) having R6 introduced by the same method as in Step 4 of 
Scheme CA-1 . 

[0523] Compound (CA3-d) obtained by Scheme CA-3 is converted to the final target compound by Production Proc- 
ess A. 

<Production Process CO> 

[0524] Schemes CO-1 , CO-2, CO-3, CO-4, CO-5, CO-6, CO-7, CO-8 and CO-9 in Production Process CO are general 
synthesis methods for phenol and phenoxy derivatives. 




[0525] In the formulas of Scheme CO-1 , R1 and R2 have the same definition as R1 in Step 1 of Production Process 
PP. R3 has the same definition as R6 and R7 in Production Process MO. 

[0526] Step 1 is a step of Friedel- Crafts acylation. Compound (C01-b) is obtained by reaction with acetyl chloride 
in a methylene chloride or toluene solvent in the presence of a Lewis acid such as aluminum chloride, zinc chloride or 
tin (II) chloride, at -70°C to room temperature. 

[0527] Step 2 is a step of alkylation, carbonation, sulfonation or the like. 
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1. Compound (C01-c) may be obtained by reaction with a halide, mesylate ortosylate in a dimethylformamide 
solution in the presence of a base such as potassium carbonate, cesium carbonate or sodium hydride, while heating 
from room temperature to 150°C. 

2. Compound (C01-c) may be obtained either by reaction with an acyl chloride, sulfonyl chloride or isocyanate in 
a solvent such as tetrahydrofuran, methylene chloride or acetonitrile in the presence of a base such as pyridine 
or triethylamine, at -15°C to room temperature, or by reaction with an acid anhydride in a pyridine solution. 

3. Compound (COI-c) may also be obtained by reaction with phenyl chloroformate in a solvent such as tetrahy- 
drofuran, methylene chloride or acetonitrile in the presence of a base such as pyridine or triethylamine, followed 
by reaction with an amine. 

[0528] Compounds (COI-b) and (COI -c) obtained in this Scheme CO-1 are converted to the final target compounds 
by Production Process A. Compound (C01 -a) may also be used in the conversion of compound (A4-c) in Scheme A- 
4 of Production Process A. 



(Scheme CO-2) 




(CD2-a) (C02-b) 

X=CI,Br,l 



[0529] Scheme CO-2 is a general synthesis method for an aromatic-substituted benzene derivative. In the formulas, 
R1 has the same definition as R1 in Step 1 of Production Process PP. R2 has the same definition as R6 and R7 in 
Production Process MO. R3 represents an aromatic ring. 

[0530] Step 1 is a step of introducing an aromatic substituent using the Stille coupling method. Compound (C02-b) 
is obtained by reaction with aromatic-substituted tributyltin in a solvent such as toluene or xylene under a nitrogen 
atmosphere in the presence of a catalytic amount of tetrakis(triphenylphosphine)palladium, at the reflux temperature 
of the solvent. 

[0531] Compound (C02-b) obtained in this Scheme CO-2 is converted to the final target compound by Production 
Process A. 



(Scheme CO-3) 




(C03-a) (C03-b) (C03-c) 



[0532] Scheme CO-3 is a general synthesis method for a benzylamine derivative. In the formulas, R1 and R3 have 
the same definition as R1 in Step 1 of Production Process PP. R2 and R2' have the same definitions as R6 and R7 in 
Production Process MO. R4 and R5 have the same definition as R2 in Scheme BO-3. R4 and R5 may also form a ring 
together. X represents hydroxyl or a sulfonate. 

[0533] Step 1 is a step of introducing an alkyl halide. Compound (C03-b) is obtained by reaction with sodium boro- 
hydride in a methanol or ethanol solvent, followed by reaction with methanesulfonyl chloride in dimethylformamide, in 
the presence of a base such as pyridine or triethylamine. 
[0534] Step 2 is a step of ami nation. 
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1 . Compound (C03-c) may be obtained by reaction with an amine in a methanol, ethanol, acetonitrile or tetrahy- 
drofuran solvent. 

2. Compound (C03-c) may be obtained by reaction with an amine in a dimethylformamide solvent in the presence 
of a base such as potassium carbonate or sodium hydride. 

3. When X is hydroxyl, compound (C03-C) may be obtained by reaction with diphenylphosphoryl azide in a toluene 
solvent in the presence of a base such as 1 ,8-diazabicyclo[5.4.0]undec-7-ene to yield an azide, followed by reaction 
with a trialkylphosphine or triphenylphosphine in a tetrahydrofu ran -water solvent. 

[0535] Step 3 is a step of converting R2 to substituent R2' when R2 is a hydroxyl-protecting group. Compound 
(C03-d) is obtained in the same manner as the continuous treatment in Steps 2 and 3 of Production Process MO. 
[0536] Compounds (C03-c) and (C03-d) obtained in this Scheme CO-3 are converted to the final target compounds 
by Production Process A. 



(Scheme CO-4) 



20 




(CQ3-a) (C04-b) (C04-C) <C04-d) 



25 [0537] Scheme CO-4 is a general synthesis method for phenol and phenoxy derivatives by Wittig reaction. In the 
formulas, R1 has the same definition as R1 in Production Process PP. R2 and R2' have the same definitions as R6 
and R7 in Production Process MO. R3 represents hydrogen or lower alkyl. R4 represents optionally substituted alkyl, 
optionally substituted carboxyl, cyano or the like. 

[0538] Step 1 is a step of alkylation utilizing a Wittig reaction. Reaction is conducted with a phosphorane derivative 
30 in a methylene chloride or tetrahydrofu ran solvent. Alternatively, compound (C04-b) may be obtained by reaction with 
a phosphonium salt or phosphonate in a tetrahydrofuran or dimethylformamide solvent in the presence of a base such 
as potassium tert-butoxide or sodium hydride. 

[0539] Step 2 is a step of reducing the olefin. Compound (C04-c) may be obtained by reaction in ethyl acetate, 
tetrahydrofuran or methanol under a hydrogen atmosphere in the presence of palladium-carbon, or by reaction with 
35 magnesium in methanol. 

[0540] Step 3 is a step of conversion to substituent R2* when R2 is a hydroxyl-protecting group. Compound (C04-d) 
is obtained in the same manner as the continuous treatment in Steps 2 and 3 of Production Process MO. 
[0541] Compounds (C04-b), (C04-c) and (C04-d) obtained in this Scheme CO-4 are converted to the final target 
compounds by Production Process A. 

40 



(Scheme CO-5) 




[0542] Scheme CO-5 is a general synthesis method for phenol and phenoxy derivatives utilizing a Friedel-Crafts 
reaction. In the formulas, R1 has the same definition as R1 in Step 1 of Production Process PP. R2 represents hydrogen, 
optionally substituted alkyl or optionally substituted cycloalkyl. R3 has the same definition as R6 and R7 in Production 
Process MO. 

55 [0543] Step 1 is a step of bromination at the phenyl para-position. Reaction may be conducted with bromine in a 
methanol or ethanol solvent or with N-bromosuccinimide in an acetonitrile solvent to yield Compound (C05-a). 
[0544] Step 2 is a step of alkylation by Friedel-Crafts reaction. Compound (COS-b) is obtained by reaction with an 
alkyl mesylate in a benzene or dichloroethane solvent in the presence of scandium triflate, by the method described 
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45 



50 



in H. Katsuki et al., Synthesis 603(1999). 

[0545] Step 3 is a step of introducing a substituent R3 at the hydroxyl group. Compound (C05-c) is obtained by 
treatment in the same manner as for introduction of R7 in Step 3 of Production Process MO. 

[0546] Compounds (C05-b) and (C05-c) obtained in Scheme CO-5 are converted to the final target compounds by 
Production Process A. 
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[0547] Scheme CO-6 is a general synthesis method for carboxylic acid derivatives and benzyl alcohol derivatives. 
In the formulas, R1 has the same definition as R1 in Step 1 of Production Process PP. R2 represents optionally sub- 
stituted alkyl and R3 and R4 have the same definitions as R6 and R7 in Production Process MO. 
[0548] Step 1 is a step of introducing a carboxyt group by ortholithiation utilizing the substituent effect of the meth- 
oxymethyl group of compound (CA1-b). Compound (C06-a) is obtained by treating compound (CA1-b) with n-butyl- 
lithium in a diethyl ether solvent in the presence of tetramethylethylenediamine while cooling on ice, and then reacting 
it with an alkyl dicarbonate. 

[0549] Step 2 is a step of deprotection of the methoxymethyl group serving as the alcohol-protecting group. Com- 
pound (C06-b) is obtained by reaction with dilute aqueous hydrochloric acid and 10% aqueous perchloric acid in a 
tetrahydrofuran or acetone solvent at room temperature. 

[0550] Step 3 is a step of introducing a substituent R3 at the hydroxyl group. Compound (C06-c) is obtained by 
treatment in the same manner as for introduction of R7 in Step 3 of Production Process MO. 

[0551] Step 4 is a step of reduction and alkylation of the carboxyl group. Compound (C06-d) is obtained by reaction 
with lithium aluminum hydride in a diethyl ether or tetrahydrofuran solvent while cooling on ice, followed by the same 
method as in Step 3. 

[0552] Compounds (C06-b), (C06-c) and (C06-d) obtained in this Scheme CO-6 are converted to the final target 
compounds by Production Process A. 



55 
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[0553] Scheme CO-7 is a general synthesis method for phenetyl alcohol derivatives, phenylacetic acid derivatives 
and benzofuran derivatives. In the formulas, R1 has the same definition as R1 in Step 1 of Production Process PP. R2 
and R3 have the same definitions as R6 and R7 in Production Process MO. R4 and R5 represent optionally substituted 
alkyl. 

[0554] Step 1 is a step of introducing a hydroxy I group by Wittig reaction followed by hydroboration reaction. The 
reaction is conducted with methyltriphenylphosphonium bromide in a tetrahydrofuran solvent in the presence of po- 
tassium tert-butoxide. Reaction is then conducted with borane-tetrahydrofuran in a tetrahydrofuran solvent and with 
30% aqueous hydrogen peroxide to yield compound (C07-a). 

[0555] Step 2 is a step of introducing a substituent R3 at the hydroxyl group. Compound (C07-b) is obtained by 
treatment in the same manner as for introduction of R7 in Step 3 of Production Process MO. 

[0556] Step 3 is a step of carbon-carbon bond formation. Compound (C07-c) is obtained by reaction with methyl- 

methylthiomethyl sulfoxide in a tetrahydrofuran solvent in the presence of Triton B, at the reflux temperature of the 

solvent, followed by reaction with dilute aqueous hydrochloric acid in a methanol or ethanol solvent. 

[0557] Step 4 is a step of oxidation. Compound (C07-c) is obtained by the method described in Mangzho Zhao et 

al. f Tetrahedron Lett. 39, 5323(1998) or the method described in Ryoji Noyori et al., J. Am. Chem. Soc, 119, 12386 

(1997). 

[0558] Step 5 is a step of forming a furan ring when R2 is hydrogen. Compound (C07-d) is obtained by reaction with 
a bromoacetic acid ester in a dimethylformamide solvent in the presence of potassium carbonate, at the reflux tem- 
perature of the solvent. 

[0559] Compounds (C07«a), (C07-b), (C07-c) and (C07-d) obtained in this Scheme CO-7 are converted to the final 
target compounds by Production Process A. 
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(Scheme CO- 8) 

(C08-a) <C08-b) (CO8-C) (C08-d) 



(COB-g) 

[0560] Scheme CO-8 is a general synthesis method for a 2,3-dihydrobenzofuran derivative or 2,3-dihydrobenzothi- 
ophene derivative. In the formulas, R1 has the same definition as R1 in Step 1 of Production Process PP. R2 and R3 
represent hydrogen, optionally substituted alkyl or optionally substituted alkoxy. 

[0561] Step 1 is a step of alkylation of the hydroxyl group. Compound (C08-b) is obtained by reaction with an allyl 
halide, allyl mesylate or allyl tosylate in a solvent such as dimethylform amide, acetonitrile or acetone, in the presence 
of sodium iodide and in the presence of a base such as potassium carbonate, cesium carbonate or sodium hydride, 
according to the method described in J.M. Janusz et al., J. Med. Chem. 41, 1112(1998). 

[0562] Step 2 is a step of forming a furan orthiophene ring. Compound (C08-c) is obtained by the method described 
in J.M. Janusz et al., J. Med. Chem. 41, 1112(1998), or by reaction at 210°C in magnesium chloride. 
[0563] Step 3 is a step of Friedel-Crafts acylation. Compound (C08-d) is obtained by reaction with acetyl chloride 
in a methylene chloride or toluene solvent in the presence of a Lewis acid such as aluminum chloride, zinc chloride or 
tin (II) chloride, at -70°C to room temperature. 

[0564] Step 4 is a step of bromination by reaction with bromine in a methanol or ethanol solvent. Alternatively, com- 
pounds (C08-e)and (C08-g) are obtained by reaction with N-bromosuccinimidein an acetonitrile or dimethy If ormamide 
solvent. 

[0565] Step 5 is a step of forming a furan or thiophene ring. Compound (C08-g) is obtained by reaction with sodium 
borohydride at 75°C in a dimethylacetamide solvent in the presence of cyclopentadienyldichlorotitanium, by the method 
described in J. Schwaltz et al., J. Org. Chem. 59, 940(1994). 

[0566] Compounds (C08-d) and (C08-g) obtained in this Scheme CO-8 are converted to the final target compounds 
by Production Process A. 
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[0567] Scheme CO-9 is a general synthesis method for a carboxylic acid derivative. In the formulas, R1 , R2, R3 and 
R4 represent hydrogen or optionally substituted alkyl. 

[0568] Step 1 is a step of alkylation. Compound (C09-b) is obtained by reaction with an alkyl halide, mesylate or 
tosylate in a tetrahydrofuran or dimethylformamide solvent, in the presence of potassium tert-butoxide or sodium hy- 
dride. 

[0569] Step 2 is a step of reduction. Compound (C09-c) is obtained by reaction with diisobutylaluminum hydride in 
a tetrahydrofuran solvent. 

[0570] Step 3 is a step of carbon-carbon bond formation utilizing a Wittig reaction. The reaction is conducted with a 
phosphorane derivative in a methylene chloride or tetrahydrofuran solvent. Alternatively, compound (C09-d) is obtained 
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by reaction with either a phosphonium salt or phosphonate in a tetrahydrofuran or dimethylformamide solvent in the 
presence of a base such as potassium tert-butoxide or sodium hydride. 

[0571 ] Compounds (C09-b) and (C09-d) obtained in this Scheme CO-9 are converted to the final target compounds 
by Production Process A. 

5 [0572] Representative production processes for compounds according to the invention and salts thereof have been 
described above, but the starting compounds and reagents used for production of the compounds of the invention may 
also form salts or hydrates, and these are not particularly restricted so long as the reaction is not inhibited. When 
compound (I) of the invention is obtained as a free compound, a common method may be used to convert it to a salt 
which compound (I) may form. The different isomers (for example, geometric isomers, optical isomers based on asym- 

10 metric carbon, stereoisomers, tautomers or the like) obtained for compound (I) according to the invention may be 
purified and isolated using common separation means such as recrystallization, diastereomersalt methods, enzymatic 
resolution methods and chromatography methods (for example, thin-layer chromatography, column chromatography, 
gas chromatography, etc.). 

[0573] The compounds of the invention represented by formula (I) and salts thereof exhibit excellent thrombin re- 
is ceptor antagonism and especially selective antagonism against PARI thrombin receptors. The compounds of the in- 
vention and their salts also exhibit excellent inhibition against platelet aggregation and smooth muscle cell proliferation, 
with high oral efficacy. The compounds of the invention and salts thereof can therefore inhibit the cellular response to 
thrombin which includes platelet aggregation, without inhibiting the catalytic activity of thrombin which converts fibrin- 
ogen to fibrin, and can also inhibit vascular smooth muscle proliferation occurring as a result of damage to vascular 
20 walls by coronary angioplasty and the like, through selective inhibition of PARI . 

[0574] Thus, the compounds of the invention and salts thereof may be used to obtain pharmaceutical compositions 
(formulations) as (i) thrombin receptor antagonists (especially PARI thrombin receptor antagonists), (ii) platelet ag- 
gregation inhibitors, (iii) smooth muscle cell proliferation inhibitors, (iv) endothelial cell, fibroblast, nephrocyte, oste- 
osarcoma cell, muscle cell, cancer cell and/or glia cell proliferation inhibitors and (v) therapeutic or preventive agents 
25 for thrombosis, vascular restenosis, deep venous thrombosis, pulmonary embolism, cerebral infarction, heart disease, 
disseminated intravascular coagulation, hypertension, inflammatory diseases, rheumatism, asthma, glomerulonephri- 
tis, osteoporosis, neurological disease and/or malignant tumor. 

[0575] The compounds of the invention and their salts may be administered for treatment of patients suffering from 
diseases associated with thrombin receptors, and for treatment of patients suffering from proliferative diseases of, for 

30 example, endothelial cell, fibroblast, nephrocyte, osteosarcoma cell, muscle cell, cancer cell and/or glia cell. 

[0576] A compound of the invention represented by formula (I) above, a salt thereof or a hydrate of the foregoing 
may be formulated by a common method. As preferred dosage forms there may be mentioned tablets, powders, fine 
particles, granules, coated tablets, capsules, syrups, lozenges, inhalants, suppositories, injections, ointments, eye 
salves, eye drops, nasal drops, ear drops, paps, lotions and the like. For the formulation there may be employed any 

35 commonly used excipients, binders, disintegrators, lubricants, coloring agents, corrective coatings, and if necessary, 
stabilizers, emulsifiers, absorbefacients, surfactants, pH adjustors, preservatives, antioxidants, or the like, in combi- 
nation with various components that are ordinarily used as materials for pharmaceutical formulations. 
[0577] As such components there may be mentioned (1 ) animal and vegetable oils such as soybean oil, beef tallow 
and synthetic glycerides; (2) hydrocarbons such as liquid paraffin, squalane and solid paraffin; (3) ester oils such as 

40 octyldodecyl myristate and isopropyl myristate; (4) higher alcohols such as cetostearyl alcohol and behenyl alcohol; 
(5) silicone resins; (6) silicone oils; (7) surfactants such as polyoxyethylene fatty acid esters, sorbitan fatty acid esters, 
glycerin fatty acid esters, polyoxyethylene sorbitan fatty acid esters, polyoxyethylene hydrogenated castor oil and poly- 
oxyethylene/polyoxypropylene block copolymer; (8) water-soluble polymers such as hydroxyethylcellulose, polyacrylic 
acid, carboxyvinyl polymer, polyethylene glycol, polyvinylpyrrolidone and methylcellulose; (9) lower alcohols such as 

45 ethanol and isopropanol; (10) polyhydric alcohols such as glycerin, propylene glycol, dipropylene glycol and sorbitol; 
(11) sugars such as glucose and sucrose; (12) inorganic powders such as silicic anhydride, magnesium aluminum 
silicate and aluminum silicate; (13) purified water, and the like. 

[0578] Examples of (1 ) excipients which may be used include lactose, corn starch, white soft sugar, glucose, mannitol, 
sorbit, crystalline cellulose and silicon dioxide; examples of (2) binders which may be used include polyvinyl alcohol, 

50 polyvinyl ether, methylcellulose, ethylcellulose, gum arabic, tragacanth, gelatin, shellac, hydroxypropylcellulose, hy- 
droxypropylmethylcellulose, polyvinylpyrrolidone, polypropylene glycol/polyoxyethylene block polymer, meglumine, 
calcium citrate, dextrin and pectin; examples of (3) disintegrators which may be used include starch, agar, gelatin 
powder, crystalline cellulose, calcium carbonate, sodium hydrogen cam on ate, calcium citrate, dextrin, pectin and cal- 
cium carboxymethylceilulose; examples of (4) lubricants which may be used include magnesium stearate, talc, poly- 

55 ethylene glycol, silica and hydrogenated vegetable oils; examples of (5) coloring agents which may be used include 
any of those approved for addition to drugs; examples of (6) corrective coatings which may be used include cocoa 
powder, menthol, aromatic powders, mentha oil, borneol and powdered cinnamon; and examples of (7) antioxidants 
which may be used include those approved for addition to drugs, such as ascorbic acid, cc-tocopherol and the like. 
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[0579] (i) An oral formulation may be prepared by combining a compound of the invention or its salt with an excipient, 
if necessary adding a binder, disintegrator, lubricant, coloring agent, corrective coating or the like, andforming a powder, 
fine particles, granules, tablets, coated tablets, capsules, etc. by a common method, (ii) Tablets or granules may, of 
course, also be coated with a sugar coating, gelatin coating or other type of suitable coating if necessary, (iii) In the 

5 case of a liquid formulation such as syrup, injection, eye drops or the like, a common method may be used for formulation 
with a pH adjustor, solubilizer, isotonizing agent or the like, as well as a solubilizing aid, stabilizer, buffering agent, 
suspending agent, antioxidant, etc. if necessary. In the case of a liquid formulation, it may also be lyophilized, and an 
injection may be administered intravenously, subcutaneously or intramuscularly. As preferred examples of suspending 
agents there may be mentioned methylcellulose, polysorbate 80, hydroxyethylcellulose, gum arabic, tragacanth pow- 

10 der, sodium carboxymethylcellulose, polyoxyethylene sorbitan monolaurate and the like; as preferred examples of 
solubilizing aids there may be mentioned polyoxyethylene hydrogenated castor oil, polysorbate 80, nicotinamide, poly- 
oxyethylene sorbitan monolaurate and the like; as preferred examples of stabilizing agents there may be mentioned 
sodium sulfite, sodium metasulfite, ether and the like; and as preferred examples of preservatives there may be men- 
tioned methyl p-oxybenzoate, ethyl p-oxybenzoate, sorbic acid, phenol, cresol, chlorocresol, and the like, (iv) There 

15 are no particular restrictions on the method of preparing an external application, and any common method may be 
employed. The base materials used may be any raw materials commonly employed in drugs, quasi drugs, cosmetics 
and the like, and as examples there may be mentioned raw materials such as animal and vegetable oils, mineral oils, 
ester oils, waxes, higher alcohols, fatty acids, silicone oils, surfactants, phospholipids, alcohols, polyhydric alcohols, 
water-soluble polymers, clay minerals, purified water and the like, with addition of pH adjusters, antioxidants, chelating 

20 agents, antiseptics and fungicides, coloring agents, aromas and the like if necessary. Also, there may be included 
differentiation-inducing components, or other components such as circulation promoters, microbicides, antiphlogistic 
agents, cell activators, vitamins, amino acids, humectants, keratolytic agents and the like, as necessary. 
[0580] Although the dosage of a drug according to the invention will differ depending on the patient's severity of 
symptoms, age, gender and body weight, the dosage form and type of salt, drug sensitivity, the specific type of disease, 

25 etc., it will generally be from about 30 u.g to 1000 mg, preferably from 100 \ig to 500 mg and more preferably from 1 00 
jig to 100 mg per day for adults in the case of oral administration or about 1-3000 [ig/kg and preferably 3-1 000 u,g/kg 
per day for adults in the case of injection, administered once or divided over several times a day. 

Examples 

30 

[0581] Preferred embodiments of the compounds of the invention represented by formula (I) above and salts thereof 
will now be explained, with the understanding that the following examples and test examples are only representative 
and are not intended to be restrictive on the compounds of the invention or salts thereof in any way. It will be apparent 
to those skilled in the art that the present invention can be carried out with various modifications added beyond these 
35 examples, and such modifications are also encompassed within the claims of the present specification. 

<Example 1> 

2-[2-(3,5-Di-fe/t-butyl-4-hydroxyphenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-carboxylic acid 
40 methylamide hydrobromide 

[0582] 



50 




55 
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(Step 1 ) 5-Bromo-2-hydroxy-4-methylbenzoic acid 



[0583] 



0 




[0584] After dissolving 2-hydroxy-4-methylbenzoic acid (24.54 g, 161 .29 mmol) in methanol (300 ml), the solution 
was cooled to -20°C. A solution of bromine (26.03 g) in methanol (50 ml) was added dropwise over 1 hour. The reaction 
mixture was stirred at room temperature for 1 hour and then concentrated. The residue was heated to dissolution in 
methanol (100 ml) and water (40 ml) was added. The precipitated crystals were filtered off and washed with 50% 
methanol-water. The precipitated crystals in the filtrate were also filtered off and washed with 50% methanol-water. 
The crystals were combined and dried to yield the title compound (24.8 g) as white crystals. 1 H-NMR(CDCI3)5(ppm) 
2.37(3H,s), 6.85(1 H,s), 7.98(1 H,s). 

(Step 2) 5-Bromo-2-ethoxy-4-methylbenzoic acid 



[0586] After dissolving 5-bromo-2-hydroxy-4-methylbenzoic acid (9.35 g) in dimethylformamide, potassium carbon- 
ate (1 4 g) and ethyl iodide (8 ml) were added in that order and the mixture was stirred at 50°C for 3 hours. It was then 
diluted with ethyl acetate, washed with water and brine, dried over anhydrous magnesium sulfate, filtered and concen- 
trated to yield ethyl 5-bromo-2-ethoxy-4-methylbenzoate. The product was dissolved in ethanol (100 ml), 5 N sodium 
hydroxide (20 ml) was added and the mixture was heated to reflux for 30 minutes. After adding 5 N hydrochloric acid 
(25 ml) for neutralization, extraction was performed with ethyl acetate. The extract was dried over anhydrous magne- 
sium sulfate, filtered and concentrated to yield the title compound (10.4 g) as a white solid. 
1 H-NMR(CDCI3)5(ppm) 

56(3H,t,J=6.8Hz), 2.45(3H,s), 4.31 (2H,q,J=6.8Hz), 6.91 (1H,s), 8.31 (1H,s). 
(Step 3) N1,4-Dimethyl-5-bromo-2-ethoxybenzamide 



[0585] 



0 




[0587] 



0 
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[0588] After dissolving 5-bromo-2-ethoxy-4-methylbenzoic acid in tetrahydrofuran (80 ml), triethylamine (3.5 ml) and 
ethyl chloroformate (2.4 ml) were added while cooling on ice, the mixture was stirred for 1 hour, and then a 40% 
methylamine aqueous solution (3.5 ml) was added. The reaction mixture was stirred for 1 hour, ethyl acetate was added 
and the mixture was washed with brine, after which the organic layer was dried over anhydrous magnesium sulfate 
and the solvent was distilled off under reduced pressure. The crystals of the residue were washed with hexane and 
filtered to yield the title compound (5.08 g) as white crystals. 

(Step 4) N1 t 4-Dimethyl-5-cyano-2-ethoxybenzamide 

[0589] 



0 




[0590] After dissolving N1,4-dimethyl-5-bromo-2-ethoxybenzamide (200 g) in propionitrile (1.5 1), sodium cyanide 
(72 g), copper iodide (1 4 g) and tetrakis(triphenylphosphine)palladium (42 g) were added under a nitrogen atmosphere 
and the mixture was heated to reflux for 5 hours. Ethyl acetate and water were added and the reaction mixture was 
filtered through celite. The precipitated crystals in the filtrate were filtered off (15.4 g). This filtrate was then separated 
and washed with brine. The organic layer was dried over anhydrous magnesium sulfate and was concentrated after 
filtering off the insoluble portion. The obtained crystals were filtered off and washed with ethyl acetate (77.64 g). The 
crystals were combined to yield the title compound (93.04 g) as a white solid. 
1 H-NMR(CDC!3)5(ppm) 

1.56(3H,t,J=7.2Hz), 2.57(3H,s), 4.28(2H,q,J=7.2Hz), 6.86(1 H,s), 7.93(1 H,br), 8.04(1 H,s). 

(Step 5) terf-Butyl N-(5-cyano-2-ethoxy-4-methylbenzoyl)-N-methylcarbamate 

[0591] 



0 




[0592] After suspending N1 ,4-dimethyl-5-cyano-2-ethoxybenzamide (92 g) in acetonitrile (1 I), terf-butyl dicarbonate 
(110 g) anddimethylaminopyridine (2.6 g) were added and the mixture was stirred at room temperature overnight. The 
reaction mixture was heated to 90°C and stirred for 3 hours. tert-Butyl dicarbonate (110 g) was further added and the 
mixture was stirred at 50°C overnight. After cooling to room temperature, the precipitated crystals were filtered off (24.3 
g). The filtrate was concentrated and the residue was purified by silica gel column chromatography (solvent: n-hexane- 
ethyl acetate) to yield the title compound (81 .1 g) as a white solid. 
1 H-NMR(CDCI3)5(ppm) 

23(9H,s), 1.39(3H,t,J=7.2Hz), 2.55(3H,s), 3.29(3H,s), 4.04(2H,q,J=7.2Hz), 6.72(1 H,s), 7.58(1 H,s). 
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(Step 6) terf-Butyl N-[4-(bromomethyl)-5-cyano-2 ethoxybenzoyl]-N-methylcarbamate 



[0593] 



0 




CN 



Br 



[0594] After dissolving terf-butyl N-(5-cyano-2-ethoxy-4-methylbenzoyl)-N-methylcaroamate (79.6 g) in carbon tet- 
rachloride, azobisisobutyronitrile (4.1 g) was added and the mixture was heated to reflux. N-bromosuccinimide (50.3 
g) was gradually added to the reaction mixture in small portions at a time. After heating to reflux for 2 hours, the mixture 
was filtered. The filtrate was concentrated and the residue was purified by silica gel column chromatography (solvent: 
n-hexane-ethyl acetate) to yield the title compound (29.81 g) as a white solid. 
1 H-NMR(CDCI3)8(ppm) 

22(9H,s), 1.41(3H,t,J=7.2Hz) > 1.56(91-1,5), 3.30(3H,s), 4.09(2H,q,J=7.2Hz), 4.60(2H,s), 6.96(1 H,s), 7.60(1 H,s). 
(Step 7) N1-Methyl-4-(bromomethyl)-5-cyano-2-ethoxybenzamide 



[0596] After dissolving terf-butyl N-[4-(bromomethyl)-5-cyano-2-ethoxybenzoyl]-N-methylcarbamate (39.9 g) in 
dichloromethane (300 ml), trifluoroacetic acid (50 ml) was added and the mixture was stirred at room temperature for 
30 minutes. The reaction mixture was concentrated and the residue was purified by silica gel column chromatography 
(solvent: n-hexane-ethyl acetate) to yield the title compound (1 9.77 g) as a white solid. 
1 H-NMR(CDCI3)5(ppm) 

1.54(3H,t,J=7.2Hz), 3.02(3H,d,J=4.8Hz), 4.26(2H,q,J=7.2Hz), 4.59(2H,s), 7.19(1H,s), 8.53(1 H,s). 
(Step 8) terf-Butyl 5-cyano-2-ethoxy-4-methylbenzoate 



[0598] After dissolving 5-bromo-2-ethoxy-4-methylbenzoic acid (10.4 g) in toluene (100 ml) and ethyl acetate (20 



[0595] 



0 




[0597] 
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ml), dimethylformamide di-terf-butylacetal (75 ml) was added and the mixture was heated to reflux for 8 hours. Ethyl 
acetate was then added, the mixtu re was washed with 1 N hydrochloric acid and brine in that order, dried over anhydrous 
magnesium sulfate, filtered and concentrated, and the residue was purified by silica gel column chromatography (sol- 
vent: n-hexane-ethyl acetate) to yield a terf-butyl ester (12.27 g) as a colorless oil. This was dissolved in propionitrile, 
and then sodium cyanide (3.82 g), copper iodide (740 mg) and tetrakis(triphenylphosphine)palIadium (2.25 g) were 
added under a nitrogen atmosphere and the mixture was heated to reflux for 8 hours. Ethyl acetate and water were 
added, the reaction mixture was filtered through celite and the filtrate was washed with brine. The organic layer was 
dried over anhydrous magnesium sulfate and was concentrated after filtering off the insoluble portion, and the residue 
was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (9.57 
g) as a white solid. 
1H-NMR(CDCI3) (ppm) 

1.47(3H,t,J=6.8Hz), 1.57(9H,s), 2.53(3H,s), 4.12(2H,q,J=6.8Hz), 6.79(1 H,s), 7.95(1 H,s) 
(Step 9) terf-Butyl 4-(bromomethyl)-5-cyano-2-ethoxybenzoate 



[0600] After dissolving terf-butyl 5-cyano-2-ethoxy-4-methylbenzoate (8.91 g) in carbon tetrachloride, N-bromosuc- 
cinimide (6.6 g) and benzoyl peroxide (400 mg) were added and the mixture was heated to reflux for 3 hours. The 
reaction mixture was filtered and concentrated. The residue was purified by silica gel column chromatography (solvent: 
n-hexane-ethyl acetate) to yield a mixture of the title compound and terf-butyl 5-cyano-2-ethoxy-4-methylbenzoate 
(starting material) (8.80 g) as a white solid. 
1 H-NMR(CDCI3)S(ppm) 

1.50(3H,t,J=7.2Hz), 1.58(9H,s), 4.1 8(2H,q,J=7.2Hz), 4.58(2H,s), 7.05(1 H,s), 7.98(1 H,s). 
(Step 10) terf-Butyl 4-(azidomethyl)-5-cyano-2-ethoxybenzoate 



[0602] After dissolving terf-butyl 4-(bromomethyl)-5-cyano-2-ethoxybenzoate (2.20 g, 70% purity) in dimethylforma- 
mide (25 ml), sodium azide (2.1 g) was added and the mixture was stirred at 50°C for 30 minutes. It was then diluted 
with ethyl acetate, washed with water, dried over anhydrous magnesium sulfate, filtered and concentrated to yield the 
title compound (1 .913 g). 
iH-NMR(CDCI3)5(ppm) 

1.49(3H,t,J=6.8Hz), 1.56(9H,s), 4.18(2H,q,J=6.8Hz), 4.62(2H,s), 7.04(1 H,s), 8.01 (1H,s). 



[0599] 




[0601] 
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(Step 11) 4-(Azidomethyl)-5-cyano-2-ethoxybenzoic acid 
[0603] 



0 




[0604] After dissolving ferf-butyl 4-(azidomethyl)-5-cyano-2-ethoxybenzoate (1 .923 g) in dichloromethane (12 ml), 
trifluoroacetic acid (3 m!) was added while cooling on ice. The mixture was stirred at room temperature for 20 minutes 
and concentrated. The title compound was obtained as light red crystals. 
1 H-NMR(CDCI3)8(ppm) 

64(3H,t,J=6.8Hz), 4.47(2H,q,J=6.8Hz), 4.74(2H,s), 7.23(1 H,s), 8.46(1 H.s). 
(Step 1 2) N 1 -Methyl-4-(azidomethyl)-5-cyano-2-ethoxybenzamide 
[0605] 



[0606] After dissolving 4-(azidomethyl)-5-cyano-2-ethoxybenzoic acid in dimethylformamide (20 ml), a 2M tetrahy- 
drofuran solution of methylamine (4.2 ml), diethyl phosphonocyanidate (1.28 ml) and triethylamine (1.27 ml) were 
added while cooling on ice. The mixture was stirred at room temperature overnight, diluted with ethyl acetate and 
washed with water and brine. The organic layer was dried over anhydrous magnesium sulfate, filtered and concentrated 
to yield the title compound (931 mg). 

[0607] After next dissolving NI-methyl-4-(bromomethyl)-5-cyano-2-ethoxybenzamide in dimethylformamide (1 00 ml), 
sodium azide (6 g) was added and the mixture was stirred at room temperature overnight. The reaction mixture was 
diluted with ethyl acetate and washed with water and brine, and then the organic layer was dried over anhydrous 
magnesium sulfate, filtered and concentrated to yield the title compound (15.5 g). 
1 H-NMR(CDCI3)5(ppm) 

58(3H,t,J=6.8Hz), 3.02(3H,d,J=4.8Hz), 4.32(2H,q,J=7.2Hz), 4.67(2H,s), 7.10(1 H,s), 7.74(1 H.br), 8.55(1 H,s). 

(Step 13) N5-Methyl-3-amino-6-ethoxy-1H-5-isoindolecarboxamide 

[0608] 




[0609] After dissolving N1 -methyl-4-(azidomethyl)-5-cyano-2-ethoxybenzamide (931 mg) intetrahydrofuran (10 ml), 
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28% aqueous ammonia (2 ml) and triethylphosphine (0.4 ml) were added in that order. The mixture was stirred at 50°C 
for 1 5 minutes. The precipitated crystals were filtered off, washed with tetrahydrofuran, water and ethyl acetate in that 
order and dried to yield the title compound (365 mg). 
1 H-NMR(DMSO-d6)8(ppm) 

s 38(3H,t,J=6.8Hz) t 2.79(3H,d,J=4.8Hz), 4.18(2H l q,J=6.8H2) l 4.41 (2H,s), 7.27(1 H,s), 8.07(1 H.br), 8.12(1 H,s). 
(Example 1 : Final step) 
Method A 

10 

[061 0] After dissolving ferf-butyl 4,5-dicyano-2-ethoxybenzoate (440 mg) in dichloromethane (3 ml) and trifluoroace- 
tic acid (3 ml), the solution was stirred at room temperature for 6 hours. The reaction mixture was concentrated to yield 
a carboxylic acid (350 mg) as a white solid. This was dissolved in dimethylformamide (3 ml), and then triethylamine 
(0.1 ml), diethyl phosphonocyanidate (0.11 ml) and a 2 N tetrahydrofuran solution of methylamine were added in that 

is order and the mixture was stirred at room temperature overnight. Ethyl acetate was added and the reaction mixture 
was washed with water. The organic layer was dried over anhydrous magnesium sulfate. After filtering off the insoluble 
portion, the filtrate was concentrated and the residue was purified by silica gel column chromatography (solvent: n- 
hexane-ethyl acetate) to yield an amide (64 mg, 38% yield). This was dissolved in ethanol (3 ml), platinum oxide (20 
mg) was added and the mixture was stirred at room temperature overnight. After filtering off the insoluble portion, the 

20 filtrate was concentrated and the residue was purified by silica gel column chromatography (solvent: ethyl acetate- 
methanol-aqueous ammonia) to yield a mixture of amidine regioisomers (17 mg). This was dissolved in ethanol (3 ml), 
and then 3,5-di-ferf-butyl 4-hydroxyphenacylbromide (30 mg) was added and the mixture was heated to reflux for 30 
minutes. The reaction mixture was concentrated and the residue was purified by silica gel column chromatography 
(solvent: dichloromethane-methanol) to yield the target compound (12 mg, 7% yield). 

25 

Method B 

[0611] After dissolving N5-methyl-3-amino-6-ethoxy-1H-5-isoindolecarboxamide(389mg) and 3,5-di-ferf-butyl 4-hy- 
droxyphenacylbromide in ethanol, the mixture was heated to reflux for 30 minutes. The reaction mixture was concen- 
30 trated and the residue was purified by silica gel column'chromatography (solvent: ethyl acetate-m ethanol) to yield the 
target compound (614 mg, 65.7% yield). 
1 H-NMR(DMSO-d 6 )8(ppm) 

1.39(3H,t,J=6.8Hz), 1.42(18H,s), 2.83(3H,d,J=4.8Hz), 4.28(2H,q,J=6.8Hz), 4.84(2H,s), 5.48(2H,s), 7.54(1 H,s), 7.77 
(2H,s), 8.20(1 H,q,J=4.8Hz), 8.55(1H,s), 9.13(1H,br), 9.82(1H,br). 
35 MS:m/e(ESI)480.3(MH+) 

<Example 2> 

2-[2-(3 > 5-Di-tert-butyl-4-hydroxy-ph 
40 5-carboxylic acid methylamide hydrobromide 

[0612] 



50 



55 
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(Step 1 ) 4-Benzyl 1 -methyl 2-aminoterephthalate 
[0613] 



0 




0 

[0614] After dissolving 1 -methyl 2-aminoterephthalate (8.00 g, 41 .1 mmol) in dimethylformamide (80 ml), anhydrous 
potassium carbonate (6.25 g, 45.1 mmol) and benzyl bromide (4.12 ml, 43.1 mmol) were added and the mixture was 
stirred at room temperature for 15.5 hours. An excess of triethylamine was added, and after stirring for an additional 
10 minutes at room temperature, ice water was added and extraction was performed with ethyl acetate. The ethyl 
acetate layer was washed with water and brine and then dried over anhydrous magnesium sulfate. Filtration was 
performed with silica gel-alumina and the solvent was distilled off under reduced pressure. IPE was added to the 
obtained oil for crystallization, and the crystals were filtered off. The filtrate was concentrated and then the same pro- 
cedure was repeated twice to yield the title compound (8.21 g) as a light yellow powder. (70% yield) 
1 H-NMR(CDCI3)5(ppm) 
3.89(3H,s), 5.34(2H J s), 5.81 (2H,s), 
7.28(1 H,dd,J=1 .6,8.4Hz), 7.32-7.46(6H,m), 
7.90(1 H,d,J=8.4Hz). 

(Step 2) 4-Benzyl 1 -methyl 2-(dimethylamino)terephthalate 
[0615] 



0 




[0616] After dissolving 4-benzyl 1 -methyl 2-aminoterephthalate (500 mg, 1 .75 mmol) in formic acid (2 ml), 37% for- 
malin (0.44 ml, 5.26 mmol) was added and the mixture was heated to reflux for 15 minutes. Ice water was added and 
extraction was performed with ethyl acetate. The ethyl acetate layer was washed with water, saturated aqueous sodium 
hydrogencarbonate and brine, and then dried over anhydrous magnesium sulfate. The solvent was distilled off under 
reduced pressure and the residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) 
to yield the title compound (137 mg) as a yellow oil. (25% yield) 
1 H-NMR(CDCI3)5(ppm) 

95(6H,s), 3.94(3H,s), 5.38(2H,s), 7.32-7.48(5H,m), 7.57(1 H,d,J=8.0Hz), 7.70(1 H,d,J=8.0Hz), 7.75(1 H,s). 
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(Step 3) Methyl 2-(dimethylamino)-4-(hydroxymethyl)benzoate 
[0617] 



0 




I 

[0618] After dissolving 4-benzyl 1 -methyl 2-(dimethylamino)terephthalate (1 .66 g, 5.3 mmol) in tetrahydrofuran (30 
ml), 20% palladium hydroxide-carbon (0.20 g) was added prior to catalytic reduction for 1 5 minutes at room temperature 
and normal pressure. The catalyst was separated off, and the solvent was distilled off under reduced pressure to yield 
a light yellow amorphous substance. This was dissolved in tetrahydrofuran (15 ml), triethylamine (0.81 ml, 5.8 mmol) 
was added and ethyl chloroformate (0.55 ml, 5.8 mmol) was added dropwise while stirring on ice. After stirring for 30 
minutes, the precipitate was filtered off and the filtrate was cooled to -40°C and stirred. A solution of sodium borohydride 
(0.44 g, 11 .6 mmol) in 5 ml of water was added dropwise, and the temperature of the mixture was gradually increased 
to -20°C over a period of 30 minutes. Acetone was added to the reaction mixture, the insoluble portion was filtered off 
and the solvent was distilled off under reduced pressure. Water was added to the residue and extraction was performed 
with ethyl acetate. The ethyl acetate layer was washed with water and brine and then dried over anhydrous magnesium 
sulfate. The solvent was distilled off under reduced pressure and the residue was purified by silica gel column chro- 
matography (solvent: n-hexane-ethyl acetate). The title compound (1 .02 g) was obtained as a light yellow oil. (92% yield) 
iH-NMR(CDCI3)5(ppm) 

2.93(6H,s), 3.91 (3H,s), 4.70(2H,s), 6.89(1 H,m), 7.11(1H,m), 7.70(1 H,d,J=8.0Hz). 
(Step 4) Methyl 5-bromo-2-(dimethylamino)-4-(hydroxymethyl)benzoate 
[0619] 



0 




I 

[0620] After dissolving methyl 2-(dimethylamino)-4-(hydroxymethyl)benzoate (1 .023 g, 4.9 mmol) in a methylene 
chloride (15 ml) and methanol (6 ml) mixed solvent, calcium carbonate (2 g) was added, the mixture was stirred, and 
then benzyltrimethylammonium tribromide (2.100 g, 5.4 mmol) was gradually added and the mixture was stirred at 
room temperature for 50 minutes. The reaction mixture was filtered and the solvent was distilled off under reduced 
pressure. Water was added to the residue, extraction was performed with ethyl acetate and the ethyl acetate layer was 
washed with water and brine. The aqueous layer was then extracted with a methylene chloride and methanol mixed 
solvent, combined with the ethyl acetate layer, and dried over anhydrous magnesium sulfate. The solvent was distilled 
off under reduced pressure and the residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl 
acetate) to yield the title compound (1 .1 79 g) as a white solid. (84% yield) 
1 H-NMR(CDCI3)8(ppm) 

92(6H,s), 3.91 (3H,s), 4.71 (2H,s), 7.22(1 H,m), 7.86(1 H,s). 
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(Step 5) N1-Methvl-5-bromo-2-(dimethylamino)-4-(hydroxvmethyl)benzamide 



[0621] 



0 




OH 



[0622] After dissolving the methyl 5-bromo-2-(dimethylamino)-4-(hydroxymethyl)benzoate (1 .1 79 g, 4.1 mmol) in a 
tetrahydrofuran (10 ml)-methanol (10 ml) mixed solvent, a 1 N sodium hydroxide aqueous solution (9.8 ml, 9.8 mmol) 
was added and the mixture was heated to reflux for 4 hours. Next, 5 N hydrochloric acid (9.8 ml, 9.8 mmol) was added 
and the reaction mixture was concentrated under reduced pressure. Acetonitrile was added to the residue and the 
mixture was concentrated under reduced pressure, and then the same procedure was repeated twice. Acetonitrile (20 
ml), a 2.0 M dimethylamine-tetrahydrofuran solution (4.1 ml, 8.2 mmol), 1-hydroxybenztriazole (1.11 g, 8.2 mmol) and 
dicyclohexylcarbodiimide (1 .69 g, 8.2 mmol) were added to the residue in that order and the mixture was stirred at 
room temperature for 20 hours. The insoluble portion was filtered off, the reaction mixture was concentrated under 
reduced pressure, ethyl acetate was added and the mixture was filtered through alumina. The filtrate was concentrated 
under reduced pressure and the residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl 
acetate) to yield the title compound (1 .222 g) as a white solid. (100% yield) 
1 H-NMR(CDCI3)5(ppm) 

2.76(6H,s), 3.02(3H,d,J=4.4Hz), 4.71 (2H,s), 7.41 (1 H,s), 8.29(1 H,s). 

(Step 6) N1-Methyl-5-bromo-4-({[1-(fert-butyl)-1,1-diphenylsilyl]oxy)methyl)-2-(dimethyl^ 



[0624] After dissolving N1-methyl-5-bromo-2-(dimethylamino)-4-(hydroxymethyl)benzamide (1 .64 g, 5.71 mmol) in 
dimethylformamide (20 ml), imidazole (0.47 g, 6.9 mmol) and terf-butylchlorodiphenylsilane (1 .78 ml, 6.9 mmol) were 
added while cooling on ice and the mixture was stirred at room temperature for 19 hours. The reaction mixture was 
poured into ice water and extraction was performed with ethyl acetate. The ethyl acetate layer was washed with water 
and brine and then dried over anhydrous magnesium sulfate. The solvent was distilled off under reduced pressure and 
then the residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title 
compound (2.60 g) as a colorless oil. (87% yield) 
1 H-NMR(CDCI3)5(ppm) 

1.14(9H,s), 2.82(6H,s), 3.02(3H,s), 4.79(2H,s), 7.35-7.48(7H,m), 7.64-7.75(5H,m), 8.37(1 H,s). 



[0623] 
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(Step 7) N1-Methyl-4-({[1-(terf-butyl)-1 J-dlphenylsityl]oxy}methy>)-5-cyano-2-(dimethylamino)benzamide 



[0625] 




0-TBDPS 



[0626] After dissolving N1-methyl-5-bromo-4-({[1-(terfbutyl)-1 ,1-diphenylsilyl]oxy}methyl)-2-(dimethylamino)benza- 
mide (2.60 g, 5.0 mmol) in dimethylformamide (1 0 ml), copper (I) cyanide (0.58 g, 6.5 mmol) was added and the mixture 
was stirred at 180°C for 5 hours. A 5% sodium cyanide aqueous solution (20 ml) was added to the reaction mixture 
and extraction was performed with ethyl acetate. The ethyl acetate layer was washed with water and brine and then 
dried over anhydrous magnesium sulfate. The solvent was distilled off under reduced pressure and then the residue 
was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (1 .91 
g) as a faint yellow oil. (81 % yield) 
1 H-NMR(CDCI3)S(ppm) 

1.14(9H,s), 2.87(6H,s), 3.02(3H,s), 4.95(2H,s), 7.34-7.51 (7H,m), 7.60-7.74(4H,m), 7.88(1H,m), 8.11(1H,s). 
(Step 8) N1>Methyl-5-cyano-2-(dimethylamino)-4-(hydroxymethyl)benzamide 



[0628] After dissolving N1-methyl-4-({[1-(terf-butyl)-1 ,1-diphenylsilyl]oxy}methyl)-5-cyano-2-(dimethylamino)benza- 
mide (1.91 g, 4.1 mmol) in tetrahydrofuran (10 ml), acetic acid (0.64 ml, 11.2 mmol) and 1.0 M tetra-n-butylammonium 
fluoride (5.4 ml, 5.4 mmol) were added and the mixture was stirred at room temperature for 2 hours. The reaction 
mixture was concentrated under reduced pressure, saturated aqueous sodium hydrogencarbonate was added and 
extraction was performed with ethyl acetate. The ethyl acetate layer was washed with water and brine and then dried 
over anhydrous magnesium sulfate. The solvent was distilled off under reduced pressure and then n-hexane was 
added and the mixture was filtered. The title compound (0.84 g) was obtained as a faint yellow solid. (89% yield) 
1 H-NMR(CDCI3)5(ppm) 

2.87(6H,s), 3.02(3H,d,J=5.2Hz),4.89(2H,s), 7.28(1 H,s), 7.66(1 H,m), 8.09(1 H,s) 



[0627] 



0 
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(Step 9) N1-Methyl-4-(azidomethyl)-5-cyano-2-(dimethylamino)benzamide 
[0629] 



0 




I 

[0630] After dissolving N1-methyl-5-cyano-2-(dimethylamino)-4-(hydroxymethyl)benzamide (849 mg, 3.6 mmol) in 
tetrahydrofuran (20 ml), 1 ,8-diazabicyclo[5.4.0]undec-7-ene (0.77 ml, 5.1 mmol) and diphenylphosphoryl azide (1.1 
ml, 5.1 mmol) were added and the mixture was stirred at room temperature for 15 hours. The reaction mixture was 
concentrated under reduced pressure and the residue was purified by silica gel column chromatography (solvent: n- 
hexane-ethyl acetate) to yield the title compound (755 mg) as a faint yellow powder. (80% yield) 
1 H-NMR(CDCI3)5(ppm) 

2.94(6H,s), 3.03(3H,s), 4.61 (2H,s), 7.18(1H,s), 7.53(1 H,m), 8.12(1H,s). 
(Step 1 0) N5-Methyl-6-(dimethylamino)-3-imino-5-isoindonnecarboxamide 
[0631] 




t 

[0632] After dissolving N1-methyl-4-(azidomethyl)-5-cyano-2-(dimethylamino)benzamide (755 mg, 2.9 mmol) in 
methanol (50 ml), 10% palladium-carbon (50% wet) (0.2 g) was added prior to catalytic reduction for 30 minutes at 
room temperature and normal pressure. The catalyst was separated off, the solvent was distilled off under reduced 
pressure and ethyl acetate was added to the residue for crystallization. This was filtered off to yield the title compound 
(283 mg) as a faint yellow powder. (42% yield) 
1 H-NMR(DMSO-d 6 )5(ppm) 

2.77(6H,s), 2.80(3H,d,J=4.8Hz), 4.42(2H,s), 7.20(1 H,s), 7.94(1 H,s), 8.58(1 H,m). 
(Example 2: Final step) 

[0633] After dissolving N5-methyl-6-(dimethylamino)-3-imino-5-isoindolinecarboxamide (150 mg) and 3,5-di-tert- 
butyl 4-hydroxyphenacylbromide (212 mg) in dimethylformamide (6 ml), the mixture was stirred at room temperature 
for 14 hours. The solvent was distilled off under reduced pressure and the residue was purified by silica gel column 
chromatography (solvent: n-hexane-ethyl acetate) to yield the target compound (1 1 4 mg) as light yellow crystals. (31 % 
yield) 

1 H-NMR(DMSO-d 6 )8(ppm) 

1.44(18H,s), 2.80(3H,d,J=4.4Hz), 2.94(6H,s), 4.75(2H,s), 5.46(2H,s), 7.17(1H,s), 7.79(2H,s), 8.05(1H,s), 8.10(1H,s), 
8.37(1 H.m), 8.94(1 H,s), 9.54(1 H,s). 
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<Example 3> 

1-(3,5-Di-fertbutyl-4-hydroxy-phenyl)-2-(7^ 
hydrobromide 

[0634] 




(Step 1 ) 1 -Fluoro-2,3-dimethoxybenzene 
[0635] 



F 




[0636] After dissolving the starting material (30 g, 0.234 mol) in dimethytformamide (400 ml), methyl iodide (32 ml, 
0.51 5 mol) and potassium carbonate (80.7 g, 0.51 5 mol) were added while stirring on ice, and the stirring was continued 
at room temperature for 1 8 hours. Water (500 ml) was added and extraction was performed with diethyl ether (400 ml 
x 2), and then after washing the combined organic layers with brine (400 ml) and drying over anhydrous magnesium 
sulfate, the solvent was distilled off under reduced pressure to yield the title compound as a light yellow liquid (34 g, 
93%). 

1 H-NMR(CDCI3)5(ppm) 

3.86(3H,s), 3.92(3H,s), 6.65-6.98(3H,m). 

(Step 2) 1 ,2-Dibromo-3-fluoro-4,5-dimethoxybenzene 

[0637] 



F 




[0638] After dissolving 4-fluoro-5,6-dimethoxy-1 H-3-isoindoleamine (34 g, 0.21 8 mol) in acetic acid (1 00 ml), sodium 
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acetate (35.8 g, 0.437 mol) was added and a solution of bromine (22.6 ml, 0.458 mol) in acetic acid (100 ml) solution 
was added dropwise over 45 minutes while stirring on ice. After the dropwise addition, the mixture was stirred at 75°C 
for 1 0 hours. It was then cooled to room temperature, the solvent was distilled off under reduced pressure, the obtained 
crude product was dissolved in diethyl ether (400 ml), washed with a saturated aqueous sodium hydrosulfite (200 ml), 
saturated aqueous sodium hydrogencarbonate (200 ml) and brine (200 ml) in that order and dried over anhydrous 
magnesium sulfate, and the solvent was distilled off under reduced pressure to yield a crude product as light yellow 
crystals (65.4 g, 95.6%). These were used without further purification for the following reaction. 
1 H-NMR(CDCI3)5(ppm) 
3.85(3H,s), 3.90(3H,s), 6.99(1 H,s). 

(Step 3) 3-Fluoro-4,5-dimethoxyphthalonitrile 

[0639] 



F 




[0640] After dissolving the 1 ,2-dibromo-3-fluoro-4,5-dimethoxybenzene(40 g, 0.127 mol) in dimethylforrnamide(300 
ml), CuCN (34.1 g, 0.381 mol) was added at room temperature while stirring and the mixture was stirred at 150°C for 
4 hours. After cooling on ice, a solution of sodium cyanide (44 g) in water (600 ml) was added and the mixture was 
stirred at room temperature for 10 minutes, after which extraction was performed with ethyl acetate (500 ml x 3) and 
then after washing the combined organic layers with brine (500 ml) and drying over anhydrous magnesium sulfate, the 
solvent was distilled off under reduced pressure. The residue was purified by silica gel column chromatography (solvent: 
n-hexane-ethyl acetate) to yield the title compound (white crystals 12.0 g, 46%). 
1 H-NMR(CDCI3)5(ppm) 
3.99(3H,s), 4.06(3H,s), 7.05(1 H,s). 

(Step 4) 4-Fluoro-5 t 6-dimethoxy-1H-3-isoindoleamine 

[0641] 




[0642] After dissolving 3-fluoro-4,5-dimethoxyphthalonitrile (450 mg, 2.18 mmol) in ethanol (50 ml), platinum oxide 

(0.1 g) was added. Catalytic hydrogenating reduction was carried out for 3 days at normal temperature and pressure. 

The catalyst was removed by celite filtration, washing was performed with methanol, and the filtrate was concentrated 

under reduced pressure. The obtained crude product was purified by silica gel column chromatography (solvent: ethyl 

acetate:methanol:27% aqueous ammonia = 3:1 :0.1) to yield the title compound as a brown solid (200 mg, 43%). 

1 H-NMR(DMSO-d 6 )8(ppm) 

3.76(3H,s), 3.83(3H,s), 4.38(2H,s), 7.08(1 H,s). 

(Example 3: Final step) 

[0643] After dissolving 4-fluoro-5,6-dimethoxy-1 H-3-isoindoleamine (50 mg) and 3,5-di-tert-butyl 4-hydroxyphena- 
cylbromide (93 mg) in dimethylformamide (7 ml), the mixture was stirred at room temperature for 1 5 hours. The solvent 
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was distilled off under reduced pressure and the residue was purified by NAM silica gel column chromatography (sol- 
vent: methylene chloride-methanol) to yield the target compound (76 mg) as light yellow crystals. 
iH-NMR(DMSO-d 6 )6(ppm) 

1.41(18H,s), 3.86(3H,s), 3.95(3H,s), 4.79(2H,s), 5.47(2H,s), 7.36(11-1,8), 7.75(2H,s). 
<ExampIe 4> 

1-(3,5-Di-fert-butyl-4-hydroxy-phenyl) 
hydrobromide 

[0644] 




(Step 1 ) 3,4-Dibromo-6-ethoxy-2-fluorophenol 
[0645] 



HO 

^0 



Br 
Br 



[0646] After dissolving 1 ,2-dibromo-3-fluoro-4,5-diethoxybenzene (5 g, 14.5 ml) in dichloromethane (70 ml), alumi- 
num chloride (3.9 g, 29.3 mmol) was added while stirring on ice. The mixture was stirred at room temperature for 2 
hours 30 minutes, 1 N hydrochloric acid (70 ml) was added and extraction was performed with ethyl acetate (70 ml x 
2) and then after washing the combined organic layers with brine (50 ml) and drying over anhydrous magnesium sulfate, 
the solvent was distilled off under reduced pressure. The residue was purified by silica gel column chromatography 
(solvent: n-hexane-ethyl acetate) to obtain the title compound (4.31 g, 94%). 
1 H-NMR(CDCI3)5(ppm) 

1.45(3H,t,J=7.0Hz), 4.10(2H,q,J=7.0Hz), 5.49(1 H,s), 6.95(1 H,s). 
(Step 2) 1 ,2-Dibromo-5-ethoxy-3-fluoro-4-methoxybenzene 
[0647] 



,0 
0 



[0648] After dissolving 3,4-dibromo-6-ethoxy-2-fluorophenol (3.8 g, 12 mmol) in dimethylformamide (30 ml), methyl 
iodide (1 .5 ml, 24 mmol) and potassium carbonate (3.3 g, 24 mmol) were added and the mixture was stirred at room 
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temperature for 1 8 hours. Water (80 ml) was added, extraction was performed with diethyl ether (60 ml x 2), and then 
after washing the combined organic layers with brine (80 ml) and drying over anhydrous magnesium sulfate, the solvent 
was distilled off under reduced pressure. The residue was purified by silica gel column chromatography (solvent: n- 
hexane-ethyl acetate) to yield the title compound (1 .83 g, 46.7%). 
1 H-NMR(CDCI3)5(ppm) 

1.45(3^^=7.0^), 3.90(3H,s), 4.05(2H,q 1 J=7.0Hz) J 6.99(1 H,s). 
(Step 3) 5-Ethoxy-3-fluoro-4-methoxyphthalonitrile 



[0650] Synthesis was performed in the same manner as Step 3 of Example 3 to yield the title compound. 
1 H-NMR(CDCI3)5(ppm) 

1.51(3H,t,J=6.7Hz), 4.05(3H,s), 4.16(2H,q,J=6.7Hz), 7.05(1 H,s). 
(Step 4) 6-Ethoxy-4-fIuoro-5-methoxy-1H-3-isoindoleamine 



[0652] Synthesis was performed in the same manner as Step 4 of Example 3 to yield the title compound. 
1 H-NMR(CDCI3)S(ppm) 

1 .34(3H,t,J=6.7Hz), 3.76(3H,s), 4.08(2H iqi J=6.7Hz), 4.37(2H t s), 7.04(1 H,s). 
(Example 4: Final step) 

[0653] Synthesis was performed in the same manner as the final step of Example 3 to yield the target compound as 

a yellow solid. 

1 H-NMR(DMSO-d6)8(ppm) 

1.34-1 46(21 H,m), 3.87(3H,s), 4.22(2H,q,J=7.0Hz), 4.77(2H,s) ( 5.47(2H,s), 7.34(1H,s), 7.75(2H J s), 9.03(1 H.brs). 



[0649] 




[0651] 



F N 
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<Example 5> 

{8-fe^Butyt-642-(5,6-diethoxv-7-fluo^ ,4]oxazin-4-yl} 
acetonitrile hydrobromide 

[0654] 



10 



15 



20 



25 



30 




35 [0656] Potassium carbonate (4.65 g, 33.7 mmol) and 1 ,2-dibromoethane (31.7 g, 166.6 mmol) were added to a 
solution of 1-[3-(tert-butyl)-4-hydroxy-5-nitrophenyl]-1 -ethanone (8.0 g, 33.7 mmol) in dimethylformamide (200 ml) and 
the mixture was stirred at room temperature for 12 hours. Ethyl acetate was added, the reaction mixture was washed 
with water and brine in that order and the organic layer was dried over anhydrous magnesium sulfate. The solvent was 
distilled off under reduced pressure and the residue was purified by silica gel column chromatography (solvent: n- 

40 hexane-ethyl acetate) to yield 1-[4-(2-bromoethoxy)-3-(te/t-butyl)-5-nitrophenyl]-1 -ethanone (8.1 g). 

[0657] After adding 10% palladium-carbon (200 mg) to a solution of this compound (8.1 g, 23.5 mmol) in toluene 
(300 ml), the mixture was stirred at room temperature for 24 hours under a hydrogen stream. The reaction mixture was 
filtered through celite, and the filtrate was concentrated under reduced pressure to yield the title compound (5.1 g) as 
a yellow oil. 

45 1H-NMR(CDCI3)5(ppm) 

1.38(9H,s), 2.52(3H,s) ( 3.46(2H,t,J=6.8Hz), 4.31 (2H,t,J=6.8Hz), 7.12(1 H,d,J=2.0Hz), 7.34(1 H,d,J=2.0Hz). 



50 



55 
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(Step 2) [S-Acetyl-S-tte/t-butyQ'S^-dihydro-aH-l^-benzoxazin^-yllmethyl cyanide 
[0658] 




[0659] Potassium carbonate (3.6 g, 26 mmol) and bromoacetonitrile (1 5.4 g, 1 28.6 mmol) were added to a solution 
of 1-[8-(ferf-butyl)-3,4-dihydro-2H-1,4-benzoxazin-6-yl]-1-ethanone (6.0 g, 25.5 mmol) in dimethylformamide (100 ml) 
and the mixture was stirred at 90°C for 6 hours. Ethyl acetate was added, the reaction mixture was washed with water 
and brine in that order and the organic layer was dried over anhydrous magnesium sulfate. The solvent was distilled 
off under reduced pressure and then the residue was purified by silica gel column chromatography (solvent: n-hexane- 
ethyl acetate) to yield the title compound (6.9 g) as a light yellow oil. 
1H-NMR(CDCI3)5(ppm) 

1.39(9H,s), 2.56(3H.s), 3.42(2H,t,J=6.8Hz), 4.24(2H,s), 4.41 (2H,d,J=7.8Hz), 7.29(1 H,d,J=2.0Hz), 7.48(1 H,d, 
J=2.0Hz). 

(Step 3) [6-(2-Bromoacetyl)-8-(ferf-butyl)-3,4-dihydrO'2H'1 > 4-benzoxazin-4-yl]methyl cyanide 
[0660] 




[0661] Triethylamine (0.76 ml, 5.5 mmol) and tert-butyl dimethylsilyltrifluoromethanesulfonate (0.73 g, 5.5 mmol) 
were added to a solution of [6-acetyl-8-(te/?-butyl)-3,4-dihydro-2H-1 ,4-benzoxazin-4-yl]methyl cyanide (0.5 g, 1.8 
mmol) in tetrahydrofuran (50 ml) while cooling on ice and the mixture was stirred at the same temperature for 30 
minutes, after which N-bromosuccinimide (0.49 g, 2.7 mmol) was added and stirring was continued for 30 minutes. 
Ethyl acetate was added, the reaction mixture was washed with brine and the organic layer was dried over anhydrous 
magnesium sulfate. The solvent was distilled off under reduced pressure and then the residue was purified by silica 
gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (310 mg) as a light yellow 
solid. 

1H-NMR(CDCI3)5(ppm) 

1 .39(9H,s), 3.42(2H,t,J=6.8Hz), 4.24(2H,s), 4.40(2H,s), 4.43(2H,t,J=6.8Hz), 7.32(1 H,d,J=2.0Hz), 7.53(1 H,d.J=2.0Hz). 
(Example 5: Final step) 

[0662] Synthesis was performed in the same manner as the final step of Example 3 to yield the target compound as 

a yellow solid. 

1 H-NMR(DMSO-d6)5(ppm) 

1 .29(3H,t,J=7Hz), 1 .33-1 .42(1 2H,m), 3.30-3.40(2H,m), 4.11 (2H I q,J=7Hz), 4.21 (2H,q,J=7Hz), 4.40(2H,m), 4.66(2H,s), 
4.80(2H,s), 5.45(2H,s), 7.33(1 H,s), 7.40-7.42(2H,m), 9.03(1 H.br.s), 9.34(1 H.br.s). MS:m/e(ESI)509.3(MH+) 
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<Example 6> 

1 -(3-tert-Butyl-5-dimethylamino-4-methoxy-phenyl)-2 (5,6-diethoxy-7-f luoro-1 -imino-1 .S-dihydro-isoindol^-yl)- 
ethanone hydrobromide 

[0663] 




N- 

(Step 1 ) 1 -[3-(fe/t"Butyl)-5-(dimethylamino)-4-methoxyphenyl]-1 -ethanone 
[0664] 




[0665] Potassium carbonate (8.5 g, 62 mmol) and methyl iodide (8.8 g, 62 mmol) were added to a solution of 1 -[3-ami- 
no-5-(te/?-butyl)-4-methoxyphenyl]-1 -ethanone (6 g, 21 mmol) in dimethylformamide (50 ml) and the mixture was stirred 
at room temperature for 13 hours. Ethyl acetate was added, the reaction mixture was washed with water and brine in 
that order and the organic layer was dried over anhydrous magnesium sulfate. The solvent was distilled off under 
reduced pressure and then the residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl 
acetate) to yield the title compound (1 .9 g) as a light yellow oil. 
1H-NMR(CDCI3)5(ppm) 

1.40(9H,s), 2.58(3H,s), 2.83(6H,s), 3.88(3H,s), 7.47(1 H,s), 7.59(1 H,s). 

(Step 2) 2-Bromo-1-[3-(terf-butyl)-5-(dimethylamino)-4-methoxyphenyl]-1 -ethanone 

[0666] 




[0667] Triethylamine (3.2 ml, 22.9 mmol) and terf-butyl dimethylsilyltrifluoromethanesulfonate (3.02 g, 11.4 mmol) 
were added to a solution of 1-[3-(ferf-butyl)-5-(dimethylamino)-4-methoxyphenyl]-1 -ethanone (1.9 g, 7.63 mmol) in 
tetrahydrof uran (50 ml) while cooling on ice and the mixture was stirred at the same temperature for 30 minutes, after 
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which N-bromosuccinimide (2.7 g, 15.2 mmol) was added and stirring was continued for 30 minutes. Ethyl acetate was 
added, the reaction mixture was washed with brine and the organic layer was dried over anhydrous magnesium sulfate. 
The solvent was distilled off under reduced pressure and then the residue was purified by silica gel column chroma- 
tography (solvent: n-hexane-ethyl acetate) to yield the title compound (2.2 g) as a white solid. 
5 1H-NMR(CDCI3)S(ppm) 

1.40(9H,s), 2.80(6H,s), 3.89(3H,s), 4.42(2H,s). 7.49(1 H,s), 7.60(1 H,s). 

(Example 6: Final step) 

10 [0668] Synthesis was performed in the same manner as the final step of Example 3 to yield the target compound as 
a yellow solid. 
1 H-NMR(DMSO-d6)5(ppm) 

29(3H ) t,J=7.2Hz) f 1.37(9H,s), 1 .39(3H,t,J=7.2Hz), 2.74(6H t s), 3.82(3H,s), 4.14(2H,q,J=7.2Hz), 4.21 (2H,q,J=7.2Hz), 
4.77(2H,s), 5.46(2H,s), 7.32(1 H,s), 7.45(1 H,d,J=2.0Hz), 7.53(1 H,d,J=2.0Hz). MS:m/e(ESI)486.2(MH+) 

15 

<Example 7> 

1-(3-fert-Butyl-9-methoxy-5-moroholm^^ 
hydrobromide 

20 

[0669] 



25 



30 




35 

(Step 1) 1 ,2-Diethoxy-3-fluorobenzene 
[0670] 



F 



45 




[0671] After dissolving 3-fluorocatechol (1200 g) in dimethylform amide (2500 ml) while cooling on ice, potassium 
carbonate (540 g) was added, after which ethyl iodide was gradually added. The reaction mixture was stirred at room 
temperature overnight, an ether-hexane solution was added, the mixture was washed with water and brine and the 
organic layer was dried over anhydrous magnesium sulfate. The solvent of the organic layer was distilled off under 
55 reduced pressure and then the residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl 
acetate) to yield the title compound (269 g) as a yellow oil. 
1 H-NMR(CDCI3)S(ppm) 

1.35(3H,t,J=7.0Hz), 1 .43(3H,t,J=7.0Hz), 4.07(2H,q,J=7.0Hz), 4.12(2H,q,J=7.0Hz), 6.65-6.95(3H,m). 
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(Step 2) l^-Dibromo^S-diethoxy-S-fluorobenzene 



[0672] 




\/0 



0 




Br 



Br 



[0673] After dissolving the 1 ,2-diethoxy-3-fluorobenzene (269 g) in acetic acid (2000 ml), sodium acetate (294.5 g) 
was added. A solution of bromine (1 78 ml) in 1 50 ml of acetic acid was gradually added thereto dropwise while cooling 
on ice. After stirring overnight at room temperature, the mixture was stirred at 70°C for 14 hours. The reaction mixture 
was poured into ice water, potassium carbonate was added to adjust the pH to 7, and extraction was performed with 
ether. The organic layer was dried over anhydrous magnesium sulfate to yield the title compound (480 g) as a brown oil. 
1 H-NMR(CDCI3)5(ppm) 

1.35(3H,t,J=7.0Hz), 1.43(3H,t,J=7.0Hz), 4.04(2H,q,J=7.0Hz), 4.11 (2H,q,J=7.0Hz), 6.98(1 H,s). 
(Step 3) 4,5-Diethoxy-3-fluorophthalonitrile 



[0675] After dissolving the 1 ,2-dibromo-4,5-diethoxy-3-fluorobenzene (480 g) in dimethylformamide (1400 ml), cop- 
per cyanide (345 g) was added and the mixture was stirred at 150°C for 3 hours. Saturated aqueous ammonia was 
added to the reaction mixture, and then the mixture was stirred overnight and extraction was performed with toluene. 
The organic layer was dried over anhydrous magnesium sulfate, the solvent was distilled off under reduced pressure 
and the residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title 
compound (513 g) as white crystals. 
1 H-NMR(CDCI3)5(ppm) 

1.38(3H,t,J=7.0Hz), 1 .50(3H,t,J=7.0Hz), 4.1 6(2H,q,J=7.0Hz), 4.27(2H,q,J=7.0Hz), 7.04(1 H,s), 
(Step 4) 5,6-Diethoxy-4-fluoro-1H-3-isoindoleamine 



[0674] 




[0676] 




F 



NH 
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[0677] After dissolving 4,5-diethoxy-3-fluorophthalonitrile (1 03 g) in ethyl acetate-ethanol-methanol (600 ml-600 ml- 
300 ml), platinum oxide (8 g) was added and the mixture was stirred at room temperature for 4 days under a hydrogen 
stream. The reaction mixture was filtered through celite, the organic layer was distilled off under reduced pressure and 
the residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title com- 
pound (21 g) as yellow crystals. 
1 H-NMR(DMSO-d 6 )6(ppm) 
1 .23(3H,t,J=7.0Hz), 1 .33(3H,t, J=7.0Hz), 
4.01(2H,q,J-7.0Hz), 4.08(2H,q,J=7.0Hz), 4.37(2H,s), 
6.0 (2H,brs), 7.05(1 H,s). 

(Step 5) 1 -[3-(terf-Butyl)-4-hydroxyphenyl]-1 -ethanone 
[0678] 




[0679] Acetyl chloride (287 g) was added to a mixture of aluminum chloride (488 g) and methylene chloride (1 .8 I) 
at -60°C while stirring. 2-ferf-Butylphenol (500 g) was added at -70°C to -50°C over a period of 1 .5 hours, and the 
temperature was then raised to 0°C. The reaction mixture was poured into ice and extraction was performed with ethyl 
acetate. The organic layer was washed with brine, the solvent was distilled off under reduced pressure, methanol(t I) 
and potassium carbonate (300 g) were added to the residue and the mixture was stirred at room temperature for 2 
hours. After adding water to the reaction mixture and neutralizing it with concentrated hydrochloric acid, extraction was 
performed with ethyl acetate and the organic layer was washed with brine. The organic layer was dried over anhydrous 
magnesium sulfate and concentrated under reduced pressure. Hexane was added to the residue and the resulting 
crystals were filtered off to yield the title compound (352 g) as white crystals. 
1 H-NMR(CDCI3)5(ppm) 

1.41(3H,s), 2.55(3H,s), 6.73(1 H,d,J=8Hz), 7.72(1 H,dd,J=2,8Hz), 7.95(1 H,d,J=2Hz). 

(Step 6) 1 -[3-(tert-Butyl)-9-hydroxy-5-nitrophenyl]-1 -ethanone 

[0680] 




[0681 ] 1 -[3-(te/t-Butyl)-4-hydroxyphenyl]-1 -ethanone (739 g) was added to a mixture of 69% nitric acid 8354 g), water 
(1 I) and methylene chloride (2 I) at 1 0°C to 1 5°C while stirring. After then adding diethyl ether (3 1) and acetic anhydride 
(28 ml), 5 N hydrochloric acid was further added at 10°C to 15°C. The temperature of the reaction mixture was raised 
to room temperature over a period of 1 .5 hours, and the mixture was then poured into ice water. The mixture was 
extracted with diethyl ether, and the organic layer was washed with brine and then dried over anhydrous magnesium 
sulfate. The solvent was distilled off under reduced pressure to yield the title compound (894 g) as a yellow oil. 
1 H-NMR(CDCI3)8(ppm) 

1.44(3H,s), 2.60(3H,s), 8.23(1 H,d,J=2Hz), 8.61 (1 H,d,J=2Hz), 11.92(1H,s). 
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(Step 7) 1 -[3-Amino-5-(terf-butyl)-4-methoxyphenyl]-1 -ethanone 



[0682] 




[0683] Iron powder (365 g) was added to a mixture of 1 -[3-(te/?-butyl)-4-methoxy-5-nitrophenyl]-1 -ethanone (850 g), 
ammonium chloride (723 g), ethanol (4 I) and water (1 I) at 70°C to 80°C over a period of 1 hour. The reaction mixture 
was cooled to room temperature and then poured into a mixture of ice water and ethyl acetate and filtered through 
celite. The organic layer of the mother liquor was washed with brine and dried over anhydrous magnesium sulfate. 
The solvent was removed under reduced pressure and the resulting crystals were filtered off to yield the title compound 
(362 g) as white crystals. 
iH-NMR(CDCI3)6(ppm) 

1.40(3H,s), 2.54(3H,s), 3.76(2H,br.s), 3.83(3H,s), 7.26(1 H,d,J=2Hz), 7.39(1 H,d,J=2Hz). 

(Step 8) 1 -[3-(te/t-Butyl)-4-methoxy-5-morpholinophenyl]-1 -ethanone 

[0684] 




[0685] After dissolving 1-[3-amino-5-(tert-butyl)-4-methoxyphenyl]-1 -ethanone (180 g) in dimethylformamide (800 
ml), dibromoether (1 25 ml), potassium carbonate (225 g) and sodium iodide (1 2.2 g) were added and the mixture was 
stirred at 80°C for 48 hours. The reaction mixture was cooled to room temperature, 3 1 of ether was added and the 
mixture was washed 3 times with water. The organic layer was dried over anhydrous magnesium sulfate, and then the 
solvent was distilled off under reduced pressure and the residue was purified by silica gel column chromatography 
(solvent: n-hexane-ethyl acetate) to yield the title compound (76 g) as yellow crystals. 
1 H-NMR(CDCI3)5(ppm) 

1.40(9H,s), 2.56(3H,s), 3.08(4H,t,J=4.4Hz), 3.89(4H,t,J=4.4Hz), 3.98(3H,s), 48(1 H,d,J=2.0Hz), 7.65(1 H,d,J=2.0Hz). 
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(Step 9) 2-Bromo-1-[3-(terf-butyl)-4-methoxy-5 morphotinophenyl]-1 -ethanone 



[0686] 



10 




15 

[0687] After dissolving the 1-[3-(tert-butyl)-4-methoxy-5-morpholinophenyl]-1 -ethanone (76 g) in tetrahydrofuran 
(600 ml), triethylamine (110 ml) and tert-butyl dimethylsilyltrifluoromethanesulfonate (75 ml) was added dropwise while 
cooling on ice. The reaction mixture was stirred for 30 minutes while cooling on ice and then N-bromosuccinimide (70 
g) was gradually added. After stirring the reaction mixture for 30 minutes, 2 1 of ether was added and the mixture was 
20 washed twice with water. The organic layer was dried over anhydrous magnesium sulfate, the solvent was distilled off 
under reduced pressure and the residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl 
acetate) to yield the title compound (33.7 g) as light yellow crystals. 
1 H-NMR(CDCI3)5(ppm) 

1.39(9H,s), 3.08(4H,t,J=4.8Hz), 3.89(4H,t,J=4.8Hz), 3.99(31-1,5), 4.40(2H,s), 7.51 (1H,s), 7.68(1 H.s). 

25 

(Example 7: Final step) 

[0688] After dissolving 5,6-diethoxy-4-fluoro-1 W-3-isoindoleamine (20 g) and 2-bromo-1-[3-(te/?-butyl)-4-methoxy- 
5-morpholinophenyl]-1 -ethanone (34.2 g) in dimethylformamide (300 ml), the mixture was stirred at room temperature 
30 for 48 hours. The solvent was distilled off under reduced pressure, and ethyl acetate (500 ml) was added to the residue 
for crystallization. The obtained crystals were filtered and washed with ethyl acetate to yield the target compound (40 
g) as white crystals. 
1 H-NMR (DMSO-d 6 )8(ppm) 

1.29(3H,t,J=6.8Hz), 1.36(9H,s), 1 .39(3H,t,J=6.8Hz), 2.95-3. 12(4H,m), 3.75~3.84(4H,m), 3.94(3H,s), 4.12(2H t q), 
35 4.20(2H,q,J=6.8Hz), 4.78(2H,s), 5.46(2H,s), 7.33(1 H,s), 7.49(1 H,s), 7.59(1 H,s). 
MS:m/e(ESI)528.2(MH+) 

<Example 7, Alternative method> 

40 (Step 1 ) 2-Chloro-1 -[3-(te^butyl)-4-methoxy-5-morpholinophenyl]-1 -ethanone 

[0689] 



45 



50 




55 [0690] After dissolving 1 -[3-( terf-butyl)-4-methoxy-5-morpholinopheny I]- 1 -ethanone (9.5 g) in tetrahydrofuran (60 
ml), triethylamine (13 ml) and tert-butyl dimethylsilyltrifluoromethanesulfonate (9.8 ml) were added dropwise while 
cooling on ice. The reaction mixture was stirred for 30 minutes while cooling on ice and then N-chlorosuccinimide (5.3 
g) was gradually added. After continuing to stir the reaction mixture for 30 minutes, ether (2 I) was added thereto and 
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the resulting mixture was washed twice with water. The organic layer was dried over anhydrous magnesium sulfate 
and then the residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the 
title compound (4.87 g) as light yellow crystals. 
iH-NMR(CDCI3)5(ppm) 

1.39(9H,s), 3.06-3.1 4(4H,m), 3.86-3.94(4H,m), 3.99(3H,s), 4.66(2H,s), 7.26(1 H,s), 7.49(1 H,s), 7.64(1 H,s). 
(Example 7, Alternative method: Final step) 

1-(3-ferr-Butyl-4-methoxy-5-moroholino-phenyl)-2-(5 t 6-diethoxy-7-fluoro-1-imin 
hydrochloride 

[0691] 




[0692] After dissolving 5,6-diethoxy-4-fluoro-1H-3HSoindoleamine (3.2 g) and 2-bromo-1-[3-(tert-butyl)-4-methoxy- 
5-morpholinophenyl]-1-ethanone (4.8 g) in dimethylform amide (15 ml), the mixture was stirred at room temperature 
for 48 hours. The solvent was distilled off under reduced pressure, and 50 ml of ethyl acetate was added to the residue 
for crystallization. The obtained crystals were filtered and then washed with ethyl acetate to yield the target compound 
(2.56 g) as white crystals. 
1 H-NMR(DMSO-d 6 )5(ppm) 

1.29(3H,t,J=6.8Hz), 1.36(9H,s), 1 .39(3H,t,J=6.8Hz), 2.95-3.04(4H,m), 3.77-3.85(4H,m), 3.94(3H,s), 4.11(2H,q), 
4.20(2H,q,J=6.8Hz), 4.77(2H,s), 5.46(2H,s), 7.32(1 H,s), 7.49(1 H,s), 7.59(1 H,s). 
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<Example 8> 

1 -[3-te/t-Butyl-5-(4-hydroxy-piperidin-1 -yl)-4-methoxyphenyl]-2-(5,6-diethoxy-7-f luoro-1 -imino-1 ,3-dihydroHSoindol- 
2-yl)~ethanone hydrobromide 

[0693] 




[0695] N-bromosuccinimide (580 g) was gradually added to a solution of 2-(tert-butyl)phenol (489 g) in acetonitrile 
(4000 ml) while cooling on ice. After stirring for 4 hours at below 20°C, ether (3000 ml) was added and the reaction 
mixture was washed twice with water. The organic layer was dried over anhydrous magnesium sulfate and the solvent 
was distilled off under reduced pressure to yield a crude product of the title compound (746 g) as a light yellow oil. 
1 H-NMR(CDCI3)5(ppm) 

1.20(9H,s), 6.55(1 H,d,J=8.4Hz), 7.15(1 H,dd ) J=8.4Hz l 2.0H2) > 7.34(1 H,d,J=2.0Hz) 
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(Step 2) 4-Bromo-2-(te/f-butyl)-6-nitrophenol 



[0696] 




[0697] Concentrated nitric acid (1 1 2 ml) was gradually added dropwise to a solution of 4-bromo-2-(fe/?-butyl)phenoI 
(485 g) in hexane (3000 ml) while cooling on ice. After stirring for 2 hours at below 20°C, ether (2000 ml) was added 
and the reaction mixture was washed with water. The organic layer was dried over anhydrous magnesium sulfate and 
the solvent was distilled off under reduced pressure. Hexane was added to the residue and the precipitated crystals 
were filtered to yield the title compound (41 8 g) as yellow crystals. 
1 H-NMR(CDCI3)8(ppm) 

1.40(9H,s), 7.64(1H,d,J=2.4Hz), 8.14(1 H,d,J=2.4Hz), 11.47(1H,s). 
(Step 3) 4-Bromo-2-(rerf-butyt)-6-nitrophenyl methyl ether 
[0698] 




[0699] Potassium carbonate (453 g) and methyl iodide (1 64 ml) were added to a solution of 4-bromo-2-(tert-butyl)- 
6-nitrophenol (600 g) in dimethylformamide (6000 ml) and the mixture was stirred at 50°C for 4 hours. Ether (6000 ml) 
was added and the reaction mixture was washed 3 times with water. The organic layer was dried over anhydrous 
magnesium sulfate and the solvent was distilled off under reduced pressure to yield a crude product of the title com- 
pound (569 g) as a yellow oil. 
1 H-NMR(CDCI3)5(ppm) 

1.39(9H,s), 3.80(3H,s), 7.61 (1 H,d,J=2.4Hz), 7.76(1 H,d,J=2.4Hz). 

(Step 4) 5-Bromo-3-(ferf-butyl)-2-methoxyaniline 

[0700] 




[0701] Ammonium chloride (38 g) was added to a solution of 4-bromo-2-(tert-butyl)-6-nitrophenyl methyl ether (20.6 
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g) in methanol-water (140 ml-140 ml) and iron (20 g) was gradually added while heating to reflux. The mixture was 
heated to reflux for 2 hours and then the reaction mixture was filtered through celite. The filtrate was concentrated 
under reduced pressure, ethyl acetate was added to the residue and the mixture was washed 3 times with brine. The 
organic layer was dried over anhydrous magnesium sulfate and the solvent was distilled off under reduced pressure 
to yield a crude product of the title compound (16.65 g) as a brown oil. 
iH-NMR(CDCI3)5(ppm) 

1.35(9H,s), 3.68(2H,bs), 3.76(3H,s), 6.78(1 H,d,J=2.0Hz), 6.81 (1 H,d,J=2.0Hz). 

(Step 5) 1-[5-Bromo-3-(fert-butyl)'2'methoxyphenyl]-4-piperidinone 

[0702] 




[0703] After adding a 37% formaldehyde aqueous solution (7.6 ml, 94 mmol) and anhydrous magnesium sulfate (43 
g) in that order to a solution of 5-bromo-3-(tert-butyl)-2-methoxyaniline (22 g, 85 mmol) in methylene chloride (1 70 ml) 
at room temperature, the mixture was stirred at the same temperature for 4 hours. The reaction mixture was filtered 
through celite, and then washing was performed with methylene chloride (1 00 ml). The obtained filtrate was cooled to 
-70°C and 2-(trimethylsilyloxy)-1 ,3-butadiene (1 6.2 ml, 92.3 mmol) was added. A 1 .0 M Et2AlCI-Hex. solution (94 ml, 
94 mmol) was also slowly added dropwise, and the mixture was stirred for 12 hours while gradually raising the tem- 
perature to room temperature. After completion of the reaction, dilution was carried out with EtgO while cooling on ice, 
water (16 ml) was slowly added dropwise, and the mixture was stirred for an additional 2 hours at room temperature. 
After distilling off the solvent under reduced pressure, tetrahydrofuran (1 70 ml) was added, the pH was adjusted to 1 
with a 1 N hydrochloric acid aqueous solution while cooling on ice, and the mixture was stirred for 1 hour. It was then 
diluted with water, and NaHC0 3 powder was added to render the solution basic, extraction was performed with ethyl 
acetate and the extract was washed with brine. After drying over anhydrous Na 2 C0 3 , the solvent was distilled off under 
reduced pressure and the residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) 
to yield the title compound (9.0 g) as a brown oil. 
1 H-NMR(CDCI3)S(ppm) 

1.35(9H,s), 2.54-2.70(4H,m), 3.25-3.42(4H,m), 3.97(3H,s), 6.99(1 H,d,J=2.4Hz), 7.14(1 H,d,J=2.4Hz). 

(Step 6) 1-[5-Bromo-3-(fert-butyl)-2-methoxyphenyl]-4-piperidinol 

[0704] 




[0705] NaBH 4 (0.23 g, 6. 1 mmol) was added to a mixed solution of 1 -[5-bromo-3-(ferf-butyl)-2-methoxyphenyl]-4-pip- 
eridinone (2.0 g, 5.9 mmol) in methanol (12 ml)-methylene chloride (12 ml) while cooling on ice. After completion of 
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the reaction, the mixture was diluted with water and extraction was performed with ethyl acetate. The extract was 
washed with brine and dried over anhydrous magnesium sulfate, and the solvent was distilled off under reduced pres- 
sure. The residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title 
compound (1.3 g). 
5 1 H-NMR(CDCI3)5(ppm) 

1.34(9H,s),1.66-1.82(2H,m),1.96-2.13(2H,m),2^ 6.97 
(1H,s),7.07(1H,s). 

(Step 7) 2-Bromo-1 -[3-(tert-butyl)-5-(4 hydroxypiperidino)-4-methoxyphenyl]-1-ethanone 
10 ™ ' ^" ~ ~ *~~ 



[0707] A solution of the 1 -[5-bromo-3-(tert-butyl)-2-methoxyphenyl]-4-piperidinol (1 .3 g, 3.8 mmol), tributyl(1 -ethox- 
25 yvinyl)tin (1 .5 g, 4.2 mmol), tetrakis(triphenylphosphine)palladium (440 mg, 0.38 mmol) and CsF (1 .27 g, 8.4 mmol) in 
1,4-dioxane (8 ml) was stirred at 100°C for 2.5 hours under a nitrogen stream. After completion of the reaction, the 
mixture was cooled to room temperature and diluted with Et 2 0, and the insoluble portion was filtered through celite. 
The solvent was distilled off under reduced pressure, the obtained crude product was dissolved in tetrahydrofuran (8 
ml)-water (0.8 ml), N-bromosuccinimide (0.75 g, 4.2 mmol) was added while cooling on ice and the mixture was stirred 
30 at the same temperature for 1 5 minutes. This was diluted with a saturated NaHCO a aqueous solution and ethyl acetate, 
and then the organic layer was separated and washed with brine. After drying with anhydrous magnesium sulfate, the 
solvent was distilled off under reduced pressure and the residue was purified by silica gel column chromatography 
(solvent: n-hexane-ethyl acetate) to yield the title compound (748 mg, 51%) as a light yellow oil. 
1 H-NMR(CDCI3)5(ppm) 

35 1.39(9H,s), 1.68-1.85(2H,m), 1 .98-2.1 2(2H,m), 2.68-2. 84(2H,m), 3.29-3.47(2H,m), 3.77-3.90(1 H,m), 3.99(3H,s), 4.40 
(2H,s), 7.54(1 H,d,J=2.0Hz), 7.66(1 H,d,J=2.0Hz). 

(Example 8: Final step) 

40 [0708] A solution of 5,6-diethoxy-4-fluoro-1 H-3-isoindoleamine (38 mg, 0.16 mmol) and 2-bromo-1-[3-(tert-butyl)- 
5-(4-hydroxypiperidino)-4-methoxyphenyl)-1-ethanone (68 mg, 0.18 mmol) in dimethylformamide (2 ml) was stirred at 
room temperature for 62 hours. After completion of the reaction, the solvent was distilled off and the residue was 
purified by NAM silica gel column chromatography (solvent: methylene chloride-methanol) to yield the target compound 
(57 mg) as a brown amorphous solid. 

45 1 H-NMR(DMSO-d6)5(ppm) 

1.29(3H,t,J=6.8Hz), 1.36(9H,s), 1 .40(3H,t,J=6.8Hz), 1 .54-1 .68(2H,m), 1 .84-1 .96(2H,m), 2.65-2.78(2H,m), 3.17-3.42 
(2H,m), 3.58-3.67(1 H,m), 3.94(3H,s), 4.11 (2H,q,J=6.8Hz), 4.21 (2H,q,J=6.8Hz), 4.73(1 H,d,J=3.2Hz), 4.78(2H,s), 5.47 
(2H,s), 7.34(1H,s), 7.51 (1H,s), 7.56(1H,s), 8.95-9.1 1 (1 H,m), 9.1 8-9.36(1 H.brs). 



[0706] 



20 



15 




50 
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<Example 9> 

2-(5,6-Diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-1 -[3-dimethylamino-5-(1 -fluoro-1 -methyl-ethyl)- 
4-methoxy-phenyl]-ethanone hydrobromide 

[0709] 




N— 

/ 

(Step 1 ) 4-Bromophenyl acetate 
[0710] 




Br 



[071 1] Anhydrous aluminum chloride (21 g) was suspended in methylene chloride (300 mL), and then acetyl chloride 
(12.3 g) was added while stirring and cooling on ice. The mixture was stirred for 10 minutes while cooling on ice and 
4-bromopheno! (24.5 g) was added. The reaction mixture was stirred at room temperature for 1 hour, and then ice 
water was added and extraction was performed with ethyl acetate. The organic layer was washed with brine and then 
dried over anhydrous magnesium sulfate. After distilling off the solvent under reduced pressure, the residue was purified 
by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (23.9 g) as an oil. 
1 H-NMR (CDCI 3 ) 

8: 2.28(3H, s), 6.98(2H, d, J=10Hz), 7.49(2H, d, J=10Hz). 
(Step 2) 1 -(5-Bromo-2-hydroxyphenyl)-1 -ethanone 
[0712] 



OH O 




Br 



[071 3] A mixture of 4-bromophenyl acetate (23.9 g) and anhydrous aluminum chloride (30 g) was stirred at 1 20-1 40°C 
for 20 minutes. The reaction mixture was cooled to 60-80°C, ice water was added and extraction was performed with 
ethyl acetate. The organic layer was washed with brine and dried over anhydrous magnesium sulfate. After distilling 
off the solvent under reduced pressure, the residue was purified by silica gel column chromatography (solvent: n- 
hexane-ethyl acetate) to yield the title compound (21 g) as an oil. 
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1 H-NMR (CDCI 3 ) 

5: 2.61 (3H, s), 6.89(1 H, d, J=8Hz), 7.55(1 H, dd, J=8, 2Hz), 7.83(1 H, d, J=2Hz), 1 2.32(1 H, s). 

(Step 3) 1 -(5-Bromo-2-hydroxy-3-nitrophenyl)-1 -ethanone 

[0714] 



10 OH O 

Br 

15 

[071 5] A mixture of 1 2 ml_ of concentrated nitric acid and 1 2 mL of concentrated sulfuric acid was added to a solution 
of the 1 -(5-bromo-2-hydroxy-3-nitrophenyl)-1 -ethanone in 80 mL of concentrated sulfuric acid while stirring at -5 to 0°C 
over a period of 1 hour. Ice water was added to the mixture and extraction was performed with ethyl acetate. The 
organic layer was washed with brine and then dried over anhydrous magnesium sulfate. After distilling off the solvent 
20 under reduced pressure, the residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl ace- 
tate) to yield the title compound (1 7.4 g) as yellow crystals. 
1 H-NMR(CDCI 3 ) 

8: 2.75(3H, s), 8.13(1H, d, J=2Hz), 8.32(11-1, d, J=2Hz), 12.90(1H, s). 
25 (Step 4) 1 -(5-Bromo-2-methoxy-3-nitrophenyl)-1 -ethanone 
[0716] 



35 




Br 



[071 7] A mixture of the 1 -(5-bromo-2-hydroxy-3-nitrophenyl)-1 -ethanone (1 7.4 g), dimethylsulfuric acid (1 2.7 g), po- 
40 tassium carbonate (1 3.8 g) and acetone (200 mL) was heated to reflux for 1 5 hours, and then water was added to the 
mixture and extraction was performed with ethyl acetate. The organic layer was washed with brine and then dried over 
anhydrous magnesium sulfate. After distilling off the solvent under reduced pressure, the residue was purified by silica 
gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (16.2 g) as a yellow oil. 
1 H-NMR (CDCI3) 

45 5; 2.65(3H, s), 3.95(3H, s), 7.91 (1 H, d, J=2Hz), 8.05(1 H, d, J=2Hz). 
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(Step 5) 1 -(3-Amino-5-bromo-2-methoxyphenyl)-1 -ethanone 
[0718] 



o 



10 




Br 



[0719] Iron (15 g) was added to a mixture of the 1 -(5-bromo-2-methoxy-3-nitrophenyl)-1 -ethanone (1 6.2 g), concen- 
trated hydrochloric acid (20 ml_) and methanol (60 ml_) at room temperature. After stirring the mixture at 60°C for 1 
hour, it was neutralized with saturated aqueous sodium hydrogencarbonate and extraction was performed with ethyl 
acetate. The organic layer was washed with brine and then dried over anhydrous magnesium sulfate. After distilling 
off the solvent under reduced pressure and the residue was purified by silica gel column chromatography (solvent: n- 
hexane-ethyl acetate) to yield the title compound (12.8 g) as a yellow oil. 
1 H-NMR (CDCI 3 ) 

5: 2.60(3H, s), 3.78(3H, s), 4.00(2H, br.s), 6.99(1 H, d, J=2Hz), 7.07(1 H, d, J=2Hz). 

(Step 6) 1 -[5-Bromo-3-(dimethylamino)-2-methoxyphenyl]-1 -ethanone 

[0720] 



30 




[0721] A mixture of 1-(3-amino-5-bromo-2-methoxyphenyl)-1 -ethanone (12.8 g), iodomethane (60 ml_), potassium 
35 carbonate (14.4 g) and N.N-dimethylformamide (200 ml_) was stirred at 60 to 70°C for 2 hours. Water was added to 
the mixture, extraction was performed with ethyl acetate, and the organic layer was washed with brine and then dried 
over anhydrous magnesium sulfate. After distilling off the solvent under reduced pressure, the residue was purified by 
silica gel column chromatography (solvent: n-hexane-ethy! acetate) to yield the title compound (9.6 g) as a yellow oil. 
1 H-NMR(CDCI 3 ) 

40 8: 2.60(3H, s), 2.82(6H, s), 3.80(3H, s), 7.08(1 H, d, J=2Hz), 7.25(1 H, d, J=2Hz). 
(Step 7) 2-[5-8romo»3>(dimethylamino)-2-methoxyphenyl]-2-propanol 
[0722] 



N 



50 




Br 



55 

[0723] A solution of methylmagnesium bromide in ether was added to a solution of 1-[5-bromo-3-(dimethylamino)- 
2-methoxyphenyl]-1 -ethanone (4 g) in diethyl ether while stirring at -70°C. After stirring at the same temperature for 
30 minutes, saturated aqueous ammonium chloride was added, extraction was performed with ethyl acetate, and the 
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organic layer was washed with brine and then dried over anhydrous magnesium sulfate. The solvent was distilled off 
under reduced pressure to yield the title compound (3.4 g) as an oil. 
1 H-NMR (CDCI 3 ) 

8: 1.56(3H, s), 1 .58(31-1, s), 2.76(61-1, s), 3.91 (3H, s), 6.95(1 H, d, J=2Hz), 7.04(1 H, d, J=2Hz). 
(Step 8) A/-[5-Bromo-3-(1-fluoro-1-methylethyl)-2-methoxyphenyl]-A/,A/-dimethylamine 



[0725] Diethylaminosulfur trifluoride (620 mg) was added to a solution of 2-[5-bromo-3-(dimethylamino)-2-methoxy- 
phenyl]-2-propanol (1 g) in methylene chloride while stirring on ice. After stirring for an additional 30 minutes while 
cooling on ice, water was added, extraction was performed with ethyl acetate, and the organic layer was washed with 
brine and then dried over anhydrous magnesium sulfate. The solvent was distilled off under reduced pressure and the 
residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound 
(680 mg) as an oil. 
1 H-NMR (CDCI3) 

5: 1.68(3H, s), 1.74(3H, s), 2.76(6H, s), 3.78(3H, s), 6.96(1 H, d, J=2Hz), 7.24(1 H, d, J=2Hz). 
(Step 9) 2-Bromo-1 -[3-(dimethylamino)-5-(1 -fluoro-1 -methylethyl)-4-methoxyphenyl]-1 -ethanone 



[0727] Synthesis was performed in the same manner as Step 7 of Example 8 to yield the title compound as a light 
yellow solid. 
1 H-NMR (CDCI3) 

5: 1.70(3H, s), 1.79(3H, s), 2.81 (6H, s), 3.79(3H, s), 4.48(2H, s), 7.56(1 H, d, J=2Hz), 7.74(1 H, d, J=2Hz). 
(Example 9: Final step) 

[0728] Synthesis was performed in the same manner as the final step of Example 3 to yield the target compound as 

a yellow solid. 

1 H-NMR(DMSO-d6)8(ppm) 

1.29(3H,t,J=7Hz), 1.40(3H,t,J=7Hz), 1.68(3H,s), 1.74(3H,s), 2.77(6H,s), 3.83(3H,s), 4.1 1 (2H,q,J=7Hz), 4.21 (2H,q, 

J=7Hz), 4.80(2H,s), 5.50(2H,s), 7.34(1 H.brs), 7.50(1 H.brs), 7,65(1 H.br.s). 

MS:m/e(ESI)490.4(MH+) 



[0724] 




[0726] 




Br 
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<Exampie10> 

{3-te/t-Butyl-5-[2-(5,6-diethoxy-7-fluoro-1-im^ 



acetonitrile hydrobromide 
[0729] 




H CN 



(Step 1 ) [5-Acetyl-3-(tert-butyl)-2-methoxyanilino]methyl cyanide 
[0730] 




[0731] Bromoacetonitrile (6 ml) and potassium carbonate (1.4 g) were added to a solution of 1-[3-amino-5-(terf- 
butyl)-4-methoxyphenyl]-1-ethanone (2.0 g, 9.0 mmol) in dimethylform amide (50 ml) and the mixture was stirred at 
70°C for 3 hours. The reaction mixture was cooled to room temperature, ethyl acetate was added, washed was per- 
formed with water and brine in that order, the organic layer was dried over anhydrous magnesium sulfate and the 
solvent was distilled off under reduced pressure. The residue was purified by silica gel column chromatography (solvent: 
n-hexane-ethyl acetate) to yield the title compound (3.2 g) as a yellow oil. 
iH-NMR(CDCI3)5(ppm) 

1.39(9H,s), 2.59(3H,s), 3.77(3H,s), 4.20(2H,d,J=4.0Hz), 4.37-4.48(1 H.m), 7.25(1 H,d,J=2.0Hz), 7.52(1 H,d.J=2.0Hz). 

(Step 2) [5-(2-Bromoacetyl)-3-(tert-butyl)-2-methoxyanilino]methyl cyanide 

[0732] 




[0733] Triethylamine (3.7 g, 36.9 mmol) and ferf-butyl dimethylsilyltrifiuoromethanesulfonate (6.5 g, 24.6 mmol) were 
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added to a solution of [5-acetyl-3-(te/t-butyl)-2-methoxyanilino]methyl cyanide (3.2 g, 12.3 mmol) in tetrahydrofuran 
and the mixture was stirred for 30 minutes while cooling on ice, after which N-bromosuccinimide (2.6 g, 14.8 mmol) 
was added and the mixture was stirred for 2 hours while cooling on ice. Ethyl acetate was added, the reaction mixture 
was washed with water and brine in that order, the organic layer was dried over anhydrous magnesium sulfate and 
the solvent was distilled off under reduced pressure. The residue was purified by silica gel column chromatography 
(solvent: n-hexane-ethyl acetate) to yield the title compound (2.9 g) as a yellow oil. 
1 H-NMR(CDCI3)5(ppm) 

1.41(9H,s), 3.79(3H,s), 4.19(2H,d,J=4.0Hz), 4.43(2H,s), 4.37-4.48(1 H,m), 7.27(1 H,d,J=2.0Hz), 7.58(1 H,d,J=2.0Hz). 
(Example 10: Final step) 

[0734] After dissolving [5-(2-bromoacetyl)-3-(fert-butyl)-2-methoxyanilino)methyl cyanide (500 mg, 1 .4 mmol) and 
5,6-diethoxy-4-fIuoro-1H-3-isoindoleamine (340 mg, 1.4 mmol) in dimethylformamide (20 ml) and stirring the solution 
at room temperature for 14 hours, the organic layer was concentrated under reduced pressure and the residue was 
purified by NAM silica gel column chromatography (solvent: ethyl acetate-methanol). The obtained crude product was 
recrystallized from ethyl acetate to yield the target compound (320 mg) as light yellow crystals. 
1 H-NMR(DMSO-d6)8(ppm) 

1.29(3H,t,J=7Hz), 1.35-1. 42(1 2H,m), 3.72(3H,s), 4.11(2H,q,J=7Hz), 4.21 (2H,q,J=7Hz), 4.36(2H,m), 4.81 (2H,s), 5.49 

(2H,s), 6.15(1 H.m), 7.32(1 H,br.s), 7.34(1 H.br.s), 7.39(1 H.br.s). 

MS:m/e(ESI)497.2(MH+) 

<Example 11 > 

(4-{3-tert-Butyl-5-[2-(5,6-diethoxy-7-fluoro 
1 -yl)-acetonitrile hydrobromide 



[0735] 
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(Step 1 ) 1-[5-bromo-3-(ferf-butyl)-2-methoxyphenyl]piperazine 



[0736] 




H 



[0737] 5-Bromo-3-(te/?-butyl)-2-methoxyaniline (311 g) and bis(2-chloroethyl)amine hydrogenchloride (251 g) were 
suspended in 4 L of 1 ,2-dichlorobenzene, and the mixture was vigorously stirred for 22 hours at an external temperature 
of 200°C. The mixture was cooled to room temperature, and then potassium carbonate (620 g) and water were added 
and extraction was performed with methylene chloride (6L). After drying over magnesium sulfate, the solvent was 
distilled off under reduced pressure to yield a black oil (460 g). Purification was performed by NH-silica gel column 
chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (161 g) as blackish purple solid (41%). 
1 H-NMR(CDCI3)5(ppm) 

1.34(9H,s), 1.74(1H,brs), 2.99-3.09(8H,m), 3.90(3H,s), 6.95(1 H,d,J=2.4Hz), 7.08(1 H,d,J=2.4Hz). 
(Step 2) 2-{4-[5-Bromo-3-(ter/-butyl)-2-methoxyphenyl]piperazino}acetonitrile 



[0739] 1 -[5-bromo-3-(tert-butyl)-2-methoxyphenyl]piperazine (550 mg), potassium carbonate (302 mg), dimethylfor- 
mamide (7 ml) and bromoacetonitrile (0.12 ml) were combined and the mixture was stirred at room temperature for 4 
hours. The reaction mixture was diluted with ethyl acetate, the insoluble portion was filtered off, and the concentrated 
residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound 
(480 mg) as colorless crystals (78%). 
1 H-NMR(CDCI3)5(ppm) 

1.35(9H,s), 2.89(4H,brs), 3.18(4H,brs), 3.69(2H,s), 3.88 (3H, s), 6.95(1 H.d.^^Hz), 7.12(1 H,d,J=2.4Hz). 
(Example 11: Final step) 

[0740] After dissolving 2-{4-[5-(2-bromoacetyl)-3-(terr-butyl)-2-methoxyphenyl]piperazino}acetonitrile (361 mg) and 
5,6-diethoxy-4-fluoro-1H-3-isoindoleamine (201 mg) in dimethylformamide (13 ml), the solution was stirred at room 
temperature overnight. The dimethylformamide was distilled off under reduced pressure and the residue was purified 
by NAM silica gel column chromatography (solvent: ethyl acetate-methanol) to yield a light brown oil, which was then 
crystallized from acetonitrile-ether to yield colorless crystals (372 mg)(68%). 



[0738] 
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1 H-NMR(DMSO-d6)5(ppm) 

1.29(3H,t,J=7.0Hz), 1.37(9H ( s), 1 .40(3H,t,J=7.0Hz), 2.71(4H,brs), 3.06(4H,brs), 3.83(2H,s), 3.94(3H,s), 4.11 (2H,q, 
J=7.0Hz), 4.21(2H,q,J=7.0Hz) t 4.79(2H,s), 5.48(2H.s), 7.34(1 H,s), 7.50(1 H,d,J=2.0Hz), 7.59(1 H,d t J=2.0Hz), 9.05 
(1Hbrs), 9.27(1 H.brs). MS:m/e(ESI)566.3(MH+) 

<Example 12> 

1-[3-tert-Butyl-5-((3R,4R)-3-hydroxy-4-methoxy-py 
1 ,3-dihydro-isoindol-2-yl)-ethanone trifluoroacetate 

[0741] 




OH 

(Step 1 ) (2R,3R)-2,3-Dihydroxy-4-{[(4-methylphenyl)sulfonyl]oxy}butyl 4-methyl-1-benzenesulfonate 
[0742] 

0 0 
TsO-^-OTs 

[0743] A solution of (4f? ) 5S)-2 ) 2-dimethyl-5-[(4-methylphenyl)sulfonyl)oxy-1 ,3-dioxolan-4-yl 4-methyl-1 -benzenesul- 
fonate (5.07 g, 10.8 mmol) in a tetrahydrofuran (50 ml)-10% perchloric acid water (50 ml) mixed solvent was stirred at 
50°C for 7 hours. The tetrahydrofuran was distilled off under reduced pressure, extraction was performed with ethyl 
acetate and the extract was washed with brine. After drying with anhydrous magnesium sulfate, the solvent was distilled 
off to yield a crude product which was then purified by silica gel column chromatography (solvent: n-hexane-ethyl 
acetate) to yield the title compound (5.14 g). This was used without further purification for the following reaction. 
1 H-NMR(CDCI3)5(ppm) 

2.45(6H,s), 3.87-3. 93(2H,m), 4.06(4H,d,J=6.0Hz), 7.36(4H,d,J=8.0Hz), 7.78(4H,d,J=8.0Hz). 



119 



EP 1 391 451 A1 

(Step 2) 1-{3-(tertButyl)-5-[(3R,4R)-3,4-dih 



[0744] 




OH 

[0745] A suspension of 1-[3-amino-5-(tert-butyl)-4-methoxyphenyl]-1-ethanone (2.0 g, 9.0mmol), (2R,3R)-2,3-dihy- 
droxy-4-{[(4-methylphenyl)sulfonyl]oxy}butyl 4-methyl-1-benzenesulfonate (5.14 g), Nal (0.27 g, 1.8 mmol) and 
NaHC0 3 (1 .9 g) in EtOH (40 ml) was heated to reflux for 48 hours under a nitrogen stream. After distilling off the EtOH 
under reduced pressure and diluting with water, extraction was performed with ethyl acetate. The extract was washed 
with brine and dried over anhydrous magnesium sulfate, and the solvent was distilled off under reduced pressure. The 
residue was purified by silica gel column chromatography to yield the title compound (1 .32 g, 48%) as a yellow viscous 
oil from the 1 :2 - 1 :3 hexane: ethyl acetate elution fractions containing 0.5% methanol. 
1 H-NMR(CDCI3)8(ppm) 

1.41(9H,s), 2.56(3H,s), 3.04-3.22(2H,m), 3.59-3.78(5H,m), 4.23-4.37(2H,m), 7.35(1 H,d,J=2.0Hz), 7.51 (1H,d, 
J=2.0Hz). 

(Step 3) 1-{3-(fertButyl)-5-[(3R,4R)-3-hydroxy-4-(m^ 
1-ethanone 

[0746] 




OH 

[0747] Diisopropylethylamine (2.3 ml, 1 3 mmol) was added to a solution of the 1 -{3-(terf-butyl)-5-[(3R,4R)-3,4-dihy- 
droxytetrahydro-1H-1-pyrrolyl]-4-methoxyphenyl}-1-ethanone (1 .32 g, 4.29 mmol) in methylene chloride (10 ml) while 
cooling on ice, and then MOMCI (0.49 ml, 6.5 mmol) was added dropwise and the mixture was stirred at the same 
temperature for 1 0 minutes and then at room temperature for 2.5 hours. After completion of the reaction, it was diluted 
with water and extraction was performed with ethyl acetate. After washing with brine and drying over anhydrous mag- 
nesium sulfate, the solvent was distilled off under reduced pressure and the residue was purified by silica gel column 
chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (496 mg, 33%) as a light yellow oil. 
1 H-NMR(CDCI3)5(ppm) 

1 .39(9H,s), 2.56(3H,s), 3.24-3.36(2H,m), 3.46(3H,s), 3.49-3.62(2H,m), 3.70(3H,s), 3.99-4.08(1 H,m), 4.26-4.36(1 H.m), 
4.68-4.80(2H,m), 7.34(1 H,d,J=2.0Hz), 7.52(1 H,d,J=2.0Hz). 
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(Step 4) 1-{3-(tertButyl)-4-methoxy-5-[(3R t 4R)-3-methoxy-4-(^ 
1 -ethanone 

[0748] 




0- 

[0749] Tetra-n-butylammonium bromide (227 mg, 0.704 mmol) and methyl iodide (0.18 ml, 2.9 mmo!) were added 
to a mixed solvent of 1 -{3-(fe/t-butyl)-5-[(3R,4R)-3-hydroxy-4-(methoxymethoxy)tetrahydro-1 H-1 -pyrrolyl]-4-methoxy- 
phenyl}-1 -ethanone (496 mg, 1.41 mmol) in a toluene (3 ml)-50% aqueous NaOH (3 ml) mixed solvent in that order at 
room temperature and the mixture was stirred for 64 hours. It was then diluted with water, extraction was performed 
with ethyl acetate and the extract was washed with brine. After drying with anhydrous magnesium sulfate, the solvent 
was distilled off under reduced pressure and the residue was purified by silica gel column chromatography (solvent: 
n-hexane-ethyl acetate) to yield the title compound (397 mg, 77%) as a light yellow oil. 
1 H-NMR(CDCI3)5(ppm) 

1.40(9H,S), 2.56(3H,S), 3.1 7-3.26(2H,m), 3.40(3H,s), 3.42(3H,s), 3.48-3.60(2H,m), 3.71 (3H,s), 3.90-3.98(1 H.m), 
4.22-4.28(1 H.m), 4.67-4.77(2H,m), 7.34(1 H,d,J=2.0Hz) f 7.52(1 H,d,J=2.0Hz). 

(Step 5) 2-Bromo-1-{3-(terf-butyl)-4-methoxy-5-[(3R,4R)-3-methoxy-4-(methoxymethoxy)tetrahydro-1H-1-pyrrolyl] 
phenyl]-1 -ethanone 

[0750] 




0- 

[0751] Triethylamine (0.46 ml, 3.3 mmol) and terf-butyl dimethylsilyltrifluoromethanesulfonate (0.37 ml, 1.6 mmol) 
were added dropwise in that order to a solution of 1-{3-(/erf-butyl)-4-methoxy-5-[{3R,4R)-3-methoxy-4-(methoxymeth- 
oxy)tetrahydro-1 H-1 -pyrrolyl]phenyl}-1 -ethanone (397 mg, 1.09 mmol) in tetrahydrofuran (4 ml) while cooling on ice, 
and the mixture was stirred at the same temperature for 20 minutes. N-Bromosuccinimide (290 mg, 1 .63 mmol) was 
then added and stirring was continued at the same temperature for 15 minutes. After completion of the reaction, the 
mixture was diluted with saturated aqueous sodium hydrogencarbonate and ethyl acetate and the organic layer was 
separated. The organic layer was washed with brine and then dried over anhydrous magnesium sulfate. The solvent 
was distilled off under reduced pressure and the residue was purified by silica gel column chromatography (solvent: 
n-hexane-ethyl acetate) to yield the title compound (434 mg, 90%) as a light yellow oil. 
1 H-NMR(CDCI3)8(ppm) 

1 .41 (9H,s), 3.1 6-3.27(2H,m), 3.41 (3H,s), 3.43(3H,s), 3.48-3.60(2H,m), 3.72(3H,s), 3.90-3.97(1 H,m), 4.22-4.30(1 H,m), 
4.42(2H,s), 4.69-4.78(2H,m), 7.37(1 H,d,J=2.0Hz), 7.54(1 H,d ( J=2.0Hz). 
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(Example 12: Final step) 

[0752] A solution of 5,6-diethoxy-4-fluoro-1H-3-isoindoleamine (211 mg, 0.887 mmol) and 2-bromo-1-{3-(terf-butyl)- 
4-methoxy-5-[(3R,4R)-3-methoxy-4-(methoxymethoxy)tetrahydro-1 H-1 -pyrrolyl]phenyl)-1 -ethanone (434 mg, 0.977 
mmol) in dimethylformamide (4 ml) was stirred at room temperature for 1 7 hours. After completion of the reaction, the 
solvent was distilled off under reduced pressure and the residue was purified by NAM silica gel column chromatography 
(solvent: ethyl acetate-methanol) to yield the MOM -protected title compound (543 mg). This was then dissolved in 
trifluoroacetic acid (3 ml)-H 2 0 (3 drops) and the mixture was stirred at room temperature for 4.5 hours. The solvent 
was distilled off under reduced pressure and the resultant product was filtered through a small amount of NAM silica 
gel. After distilling off the methylene chloride-methanol (20:1 - 10:1) elution fractions under reduced pressure, the 
residue was triturated in diethyl ether. The obtained crystals were dried to yield the target compound (340 mg, 57%) 
as a brown amorphous solid. 
1 H-NMR(DMSO-d6)8(ppm) 

1 .29(3H,t,J=7.2Hz) ) 1 .37(9H,s), 1 .39(3H,t,J=7.2Hz), 2.91 -2.99(1 H,m), 3.03-3.1 2(1 H,m), 3.30(31-1,8), 3.40-3.58(2H,m), 
3.63(3H,s), 3.71 -3.79(1 H,m), 4.10(2H,q,J=7.2Hz), 4.10-4.30(3H,m), 4.78(2H,s), 5.25(1 H,brs), 5.38-5.60(2H,m), 7.30 
(1H,s), 7.33(1 H,s), 7.41 (1H,s), 8.99-9.1 2(1 H,m), 9.20-9.40(1 H,m). MS:m/e(ESI)558.3(MH+) 

<Example 13> 

1- [3-(4-Acetyl-piperazin-1-yl)-5-tert-but 

2- yl)ethanone hydrobromide 



[0753] 




0 



(Step 1 ) 1-{4-[5-Bromo-3-(terNbutyl)-2-methoxyphenyl]piperazino}-1 -ethanone 



[0754] 




0 
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[0755] Acetyl chloride (0.1 0 ml) was mixed with a solution of 1 -[5-bromo-3-(fert-butyl)-2-methoxyphenyl]piperazine 
(370 mg) and triethylamine (0.32 m) in methylene chloride (8 ml), and the mixture was stirred at room temperature for 
3 hours. The reaction mixture was diluted with ethyl acetate and, after filtering off the insoluble portion, was concen- 
trated. The residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title 
compound (338 mg) as colorless crystals (81%). 
1 H-NMR(CDCI3)5(ppm) 

1 .35(9H,s), 2.14(3H,s), 2.96-3.06(4H,m), 3.62(2H,t,J=5.0Hz), 3.78(2H,brs), 3.91(3H,s), 6.93(1 H,d,J=2.4Hz), 7.13(1 H, 
d,J=2.4Hz). 

(Step 2) 1-[3-(4-Acetylpiperazino)-5-(fe/t-butyl)-4-methoxyphenyl]-2-bromo>1-ethanone 



[0757] After adding the 1-{4-[5-bromo-3-(tert-butyl)-2-methoxyphenyl]piperazino}-1-ethanone (338 mg), tetrakis 
(triphenylphosphine)palladium (159 mg), tributyl(1-ethoxyvinyl)stannane (324 mg) and cesium fluoride (306 mg) to 
degassed dioxane (9 ml), the mixture was stirred at 95°C for 3 hours under a nitrogen stream. The mixture was then 
cooled to room temperature, diluted with ethyl acetate and filtered through celite, and the filtrate was concentrated 
under reduced pressure. The residue was dissolved in tetrahydrofuran (7 ml) and H 2 0 (0.7 ml) and cooled to 0°C, and 
then N-bromosuccinimide (179 mg) was added. After 5 minutes, Na 2 S0 3 (aq) was added, extraction was performed 
with ethyl acetate, and the extract washed with brine and then concentrated under reduced pressure. The residue was 
purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (313 mg) 
as a light brown oil. (NMR revealed the presence of byproducts that could not be easily separated). This was used 
directly for the following reaction. 

(Example 13: Final step) 

[0758] After dissolving 1-[3-(4-acetylpiperazino)-5-(terf-butyl)-4-methoxyphenyl]-2-bromo-1-ethanone containing 
impurities (209 mg (a portion of the 31 3 mg from the previous reaction)) and 5,6-diethoxy-4-fluoro-1 H-3-isoindoleamine 
(73 mg) in dimethylformamide (5 mi), the mixture was stirred at room temperature overnight. The dimethylformamide 
was distilled off under reduced pressure and the residue was purified by NAM silica gel column chromatography (sol- 
vent: ethyl acetate-methanol) to yield a light brown solid which was recrystallizedfrom acetonitrile-etherto yield color- 
less crystals (83 mg) (21% from 1-{4-[5-bromo-3-(rerf-butyl)-2-methoxyphenyl]piperazino}-1-ethanone). 
iH-NMR(DMSO-d6)S(ppm) 

1.29(3H,t,J=7.0Hz), 1.37(9H,s), 1 .40(3H,t,J=7.0Hz), 2.04(3H,s), 2.93(2H,brs), 2.99(2H,brs), 3.65(4H,brs), 3.96(3H,s), 
4.11(2H,q f J=7.0Hz), 4.21 (2H,q,J=7.0Hz), 4.79(2H,s), 5.47(2H,s), 7.34(1 H,s), 7.49(1 H,sz), 7.61 (1H,s), 9.05(1 Hbrs), 
9.27(1 H.brs). MS:m/e(ESI)569.4(MH+) 



[0756] 



Br 




0 
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<Example 14> 

H3-tertButyI-5-[4-(2-hydroxy-acety^^ 

1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 

[0759] 




o o 



(Step 1 ) 1 -{4-[5-Bromo-3-(rgrf-butyl)-2-methoxyphenyl]piperazino}-2-hydroxy-1 -ethanone 
[0760] 




0 

[0761] Acetoxyacetyl chloride (0.14 mt) was added to a solution of 1-[5-bromo-3-(ferf-butyl)-2-methoxyphenyl]pip- 
erazine (360 mg) and triethylamine (0.31 ml) in CH 2 CI 2 (5 ml) while cooling on ice and the mixture was brought to room 
temperature and stirred for 1 hour. After quenching the reaction with brine, extraction was performed with ethyl acetate 
to yield a crude product of 2-{4-[5-bromo-3-(fe/-f-butyl)-2-methoxyphenyl]piperazino}-2-oxoethyl acetate as a red oil. 
This crude product was dissolved in methanol (2.5 ml) and potassium carbonate (1 67 mg) was added. After 1 5 minutes, 
brine was added, extraction was performed with ethyl acetate, the extract was concentrated under reduced pressure 
and the residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title 
compound (285 mg) as light orange crystals (67%). 
1 H-NMR(CDCI3)5(ppm) 

1.35(9H,s), 3.05(4H,t,J=4.4Hz), 3.44(2H,t,J=5.2Hz), 3.84(2H,brs), 3.90(3H,s), 4.21 (2H,s), 6.93(1 H,d,J=2.4Hz), 7.14 
(1H,d,J=2.4Hz). 
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(Step 2) 2-Bromo-1-[3-(te/t-butyl)-5-(4-glycoloylpipera2ino)-4-methoxyphenyl]-1-ethanone 
[0762] 




0 

[0763] After adding the 1-{4-[5-bromo-3-(te^butyl)-2-m (285 mg), 

tetrakis(triphenylphosphine)palladium (128 mg), tributyl(1 -ethoxyvinyl)stannane (267 mg) and cesium fluoride (247 
mg) to degassed dioxane (8 ml), the mixture was stirred at 90°C for 3.5 hours under a N 2 atmosphere. The mixture 
was then cooled to room temperature, diluted with ethyl acetate and filtered through celite, and the filtrate was con- 
centrated under reduced pressure. The residue was dissolved in THF (6 ml) and H 2 0 (0.6 ml) and cooled to 0°C, and 
then N-bromosuccinimide (151 mg) was added. After 5 minutes, Na 2 S0 3 (aq) was added, extraction was performed 
with ethyl acetate, and the extract was washed with brine and concentrated under reduced pressure. The residue was 
purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (186 mg) 
as colorless crystals (59%). 
1 H-NMR(CDCI3)5(ppm) 

1.40(9H,s), 3.10(4H,brs), 3.48<2H,t,J=4.8Hz), 3.88(2H,brs), 4.00(3H,s), 4.23(2H,s), 4.39(2H,s), 7.50(1 H,d,J=2.2Hz), 
7.72(1 H,d,J=2.2Hz). 

(Example 14: Final step) 

[0764] Synthesis was performed in the same manner as the final step of Example 3 to yield the target compound as 

a yellow solid. 

1 H-NMR(DMSO-D6)5(ppm) 

1.29(3H,t,J=7.0Hz), 1.37(9H,s), 1 .40(3H,t,J=7.0Hz), 2.98{4H,brs), 3.57(2H,brs), 3.70(2H,brs), 3.96(3H,s), 4.11 (2H,q, 
J=7.0Hz), 4.12(2H,s), 4.21(2H,q,J=7.0Hz), 4.79(2H,s), 5.47(2H,s), 7.34(1 H,s), 7.49(1 H,d,J=2.0Hz), 7.61 (1H,d, 
J=2.0Hz), 9.05(1 H.brs), 9.27(1 H,brs). MS:m/e(ESI)585.3(MH+) 
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<Example 15> 

Ethyl (4-{3-te/t-butyl-5-[2-(5,6-dietho 
piperazin-1 -yl)-acetate dihydrochloride 



[0767] 1 -[5-Bromo-3-(fe/t-butyl)-2-methoxyphenyl]piperazine (750 mg), potassium carbonate (41 1 mg) and ethyl bro- 
moacetate (0.27 ml) were stirred in dimethylformamide (4 ml) at room temperature for one day. The reaction mixture 
was diluted with ethyl acetate, the insoluble portion was filtered off and then the concentrated residue was purified by 
silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (715 mg) as a light red 
oil (75%). 



[0765] 




(Step 1) Ethyl 2-{4-[5-bromo-3'(tert-butyl)-2-methoxyphenyl]piperazino}acetate 



[0766] 
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(Step 2) Ethyl 2-{4-[5-(2-bromoacetyl)'3'(fe/t-butyl)-2-methoxyphenyl]piperazino}acetate 



[0768] 

5 



10 




[0769] After adding the ethyl 2-{4-[5-bromo-3-(fe/t-butyl)-2-methoxyphenyl]piperazino}acetate (715 mg), tetrakis 
20 (trlphenylphosphine)palladium (300 mg), tributyl(1-ethoxyvinyl)stannane (625 mg) and cesium fluoride (578 mg) to 
degassed dioxane (12 ml) under a nitrogen stream, the mixture was stirred at 90°C for 3.5 hours. The mixture was 
then cooled to room temperature, diluted with ethyl acetate and filtered through celite, and the filtrate was concentrated 
under reduced pressure. The residue was dissolved in tetrahydrofuran (8 ml) and H 2 0 (0.8 ml) and cooled to 0°C, and 
then N-bromosuccinimide (339 mg) was added. After 5 minutes, Na2S0 3 (aq) was added, extraction was performed 
25 with ethyl acetate, and the extract was washed with brine and concentrated under reduced pressure. The residue was 
purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (512 mg) 
as a light brown oil (65%). 
iH-NMR(CDCI3)5(ppm) 

1.30(3H,t,J=7.2Hz), 1.39(9H,s), 2.82(4H,brs) ) 3.16(4H,brs), 3.32(2H,s), 3.97(3H,s), 4.22(2H,q,J=7.2Hz), 4.40(2H,s) t 
30 7.53(1 H,d,J=2.4Hz), 7.68(1 H,d,J=2.4Hz). 

(Example 15: Final step) 

(Method 1) 

35 

[0770] After dissolving ethyl 2-{4-[5-(2-bromoacetyl)-3-(ferf-butyl)-2-methoxyphenyl]piperazino}acetate (480 mg) 
and 5,6-diethoxy-4-fluoro-1 H-3-isoindoleamine (251 mg) in dimethylformamide (10 ml), the mixture was stirred at room 
temperature overnight. Dimethylformamide was distilled off under reduced pressure and the residue was purified by 
NAM silica gel column chromatography (solvent: ethyl acetate-methanol) to yield a light brown solid (530 mg), which 
40 was triturated with ethyl acetate-ether-n-hexane to obtain a colorless solid (513 mg). After dissolving this in a small 
amount of ethanol, 4 N hydrochloric acid-ethyl acetate (6 ml) was added and the solvent was distilled off after 5 minutes. 
The residue was crystallized from ethanol-ether to yield the target compound (511 mg) as almost colorless crystals 
(71%). 

45 (Method 2) 

[0771] Ethanol (2.5 ml) and 4 N hydrochloric acid-dioxane (2.5 ml) were added to tert-butyl 2-(4-{3-(ferf-butyl)- 
5-[2-(5,6-diethoxy-7-fluoro-1-imino-2,3-dihydro-1H-2-isoindolyl)acetyl]-2'methoxyphenyl}piperazino)acetate hydro- 
bromide (49 mg) and the mixture was stirred at room temperature for 3 days. After concentrating the reaction mixture 
so under reduced pressure, ethanol was added and the mixture was reconcentrated. The residue was triturated with ether 
and filtered, and then dried to yield the target compound as a colorless solid (40 mg, 86%). 
1 H-NMR(DMSO-d6)6(ppm) 

1.25(3H,t,J=7.0Hz), 1 .29(3H,t,J=7.0Hz), 1.37(9H,s), 1 .40(3H,t,J=7.0Hz), 3.02-3.70(1 0H,m), 3.93(3H,s), 4.11 (2H,q, 
J=7.0Hz), 4.18-4.25(4H,m), 4.28(1 H,brs), 4.80(2H,s), 5.54(2H,s), 7.34(1H,s), 7.50(1H,s), 7.64(1H,s), 9.08(1 H,brs), 
55 9.37(1 H,brs). MS:m/e(ESI)61 3.4(MH+) 
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<Examp!e 16> 

1 -{3-terf-Butyl-4-methoxy-5-[4-(2-methoxyacetyl)piperazin-1 -yl1phenyl}-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro- 
isoindol-2-yl)-ethanone hydrobromide 

[0772] 




o o- 



(Step 1 ) 1-{4-[5-Bromo-3-(te/t-butyl)-2-methoxyphenyl]piperazino}-2'methoxy-1'ethanone 
[0773] 




0 

[0774] Methoxyacetyl chloride (0.28 ml) was added to a solution of 1-[5-bromo-3-(ferf-butyl)-2-methoxyphenyl]pip- 
erazine (850 mg) and triethylamine (0.73 ml) in methylene chloride (12 ml) while cooling on ice, the mixture was brought 
to room temperature and stirred for 1 hour. The reaction mixture was diluted with ethyl acetate, the insoluble portion 
was filtered off, and the concentrated residue was purified by silica gel column chromatography (solvent: n-hexane- 
ethyl acetate) to yield the title compound (730 mg) as light red crystals (70%). 
lH-NMR(CDCI3)5(ppm) 

1.35(9H,s), 3.03(4H,brs), 3.45(3H,s), 3.67(2H,brs), 3.79(2H,brs), 3.91(3H,s), 4.15(2H,s), 6.93(1 H,d,J=2.4Hz), 7.13 
(1H,d,J=2.4Hz). 
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(Step 2) 2-Bromo-1-{3-(tertbutyl)-4-metho^ 



[0775] 




0 

[0776] After adding the 1 -{4-[5-bromo-3-(fert-butyl)-2-methoxyphenyl]piperazino}-2-methoxy-1 -ethanone (730 mg), 
tetrakis(triphenylphosphine)palladium (317 mg), tributyl(1-ethoxyvinyl)stannane (660 mg) and cesium fluoride (611 
mg) to degassed dioxane (16 ml), the mixture was stirred at 90°C for 4 hours under a nitrogen stream. The mixture 
was then cooled to room temperature, diluted with ethyl acetate and filtered through celite, and the filtrate was con- 
centrated under reduced pressure. The residue was dissolved in tetrahydrofuran (12 ml) and H 2 0 (1 ml) and cooled 
to 0°C, and then N-bromosuccinimide (390 mg) was added. After 5 minutes, Na 2 S0 3 (aq) was added, extraction was 
performed with ethyl acetate, the extract was washed with brine and the solvent was distilled off under reduced pressure. 
The residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title com- 
pound (597 mg) as a light green oil. (NMR revealed the presence of byproducts that could not be easily separated). 
This was used directly for the following reaction. 
1 H-NMR(CDCI3)5(ppm) 

1.40(9H,s), 3.08(4H,brs), 3.45(3H,s), 3.70(2H,brs), 3.82(2H,brs) J 4.00(3H,s), 4.16(2H,s), 4.40{2H,s), 7.50(1 H,d, 
J=2.0Hz), 7.71(1H l d,J=2.0Hz). 

(Example 16: Final step) 

[0777] After dissolving 2-bromo-1-(3-(rerf-butyl)-4-methoxy-5-[4-(2-methoxyacetyl)piperazino]phenyl}-1 -ethanone 
(597 mg (containing impurities)) and 5,6-diethoxy-4-fluoro-1H-3-isoindoleamine (224 mg) in dimethylform amide (12 
ml), the mixture was stirred at room temperature overnight. The reaction mixture was concentrated under reduced 
pressure and the residue was purified by NAM silica gel column chromatography (solvent: ethyl acetate-methanol) to 
yield the title compound as a light brown solid. This was recrystallized from acetonitrile-ethyl acetate-ether to yield the 
target compound as light brown crystals (430 mg) (35% from 1-{4-[5-bromo-3-(terr-butyl)-2-methoxyphenyl]piperazi- 
no}-2-methoxy-1 -ethanone). 
1 H-NMR(DMSO-d6)5(ppm) 

1 .29(3H,t p J=7.0Hz), 1 .37(9H,s), 1 .40(3H,t,J=7.0Hz) l 2.98(4H,brs), 3.29(3H,s), 3.61 (2H,brs), 3.67(2H,brs), 3.96(3H,s), 
4.11(2H,q,J=7.0Hz), 4.12(2H,s), 4.21 (2H,q,J=7.0Hz). 4.79(2H,s), 5.47(2H jS ), 7.34(1H,s), 7.50(1 H,d,J=2.0Hz), 7.61 
(1H,d,J=2.0Hz), 9.03(1 H.brs), 9.28(1 H.brs). 
MS:m/e(ESI)599.4(MH+) 
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<Example 17> 

1-[3-ferf-Butyl-5-((3S,4S)-3-ethoxy'4-hydroxypyrrolidin-1-yl)-4-methoxy-phenyn 
1 ,3-dihydro-isoindol-2-yl)ethanone trifluoroacetate 

[0778] 




CH3 



(Step 1) 1-{3-(fertButyl)-5-[(3S,4S)-3-ethoxy-4-(methoxymeth^ 
1-ethanone 

[0779] 




[0780] Tetra-n-butylammonium bromide (380 mg, 1 .18 mmol) and ethyl iodide (0.4 ml, 5.0 mmol) were added to a 
solution of 1 -{3-(terf-butyl)-5-[(3S,4S)-3-hydroxy-4-(methoxymethoxy)tetrahydro-1 H-1 -pyrrolyl]-4-methoxyphenyl}- 
1-ethanone (830 mg, 2.36 mmol) in a toluene (5 ml)-50% aqueous NaOH (5 ml) mixed solvent at room temperature 
in that order and the mixture was stirred for 1 9 hours. After further adding ethyl iodide (0.2 ml) and stirring for 9 hours, 
more ethyl iodide (0.2 ml) was added and stirring was continued for 60 hours. The mixture was diluted with water, 
extraction was performed with ethyl acetate and the extract was washed with brine. After drying with anhydrous mag- 
nesium sulfate, the solvent was distilled off under reduced pressure and the residue was purified by silica gel column 
chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (660 mg, 73%) as a light yellow oil. 
1 H-NMR(CDCI3)S(ppm) 

1.22(3H,t,J=7.2Hz), 1.41(9H,s), 2.56(3H,s), 3.15-3.28(2H,m), 3.40(3H,s),3.48-3.65(4H J m), 3.72(3H,s), 3.99-4.08(1 H, 
m), 4.21 -4.31 (1H,m), 4.68-4.80(2H,m), 7.34(1 H,d,J=2.0Hz), 7.52(1 H,d,J=2.0Hz). 
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(Step 2) 2-Bromo-1 -{3-(terf-butyt)-5-[(3S l 4S)-3-ethoxy-4-(methoxymethoxy)tetrahydro-1 H-1 -pyrrolyl]- 
4-methoxyphenyl}-1 -ethanone 

[0781] 




[0782] Triethylamine (0.52 ml, 3.7 mmol) and fe/t-butyl dimethylsilyltrlfluoromethanesulfonate (0.51 ml, 2.2 mmol) 
were added dropwlse in that order to a solution of 1 -{3-(fe/t-butyl)-5-[(3S,4S)-3-ethoxy-4-(methoxymethoxy)tetrahydro- 
1 H-1 -pyrrolyl]-4-methoxyphenyl}-1 -ethanone (650 mg, 1.71 mmol) in tetrahydrofuran (7 ml) while cooling on ice, and 
the mixture was stirred at the same temperature for 25 minutes. N-bromosuccinimide (427 mg, 2.40 mmol) was then 
added and stirring was continued at the same temperature for 25 minutes. After completion of the reaction, the reaction 
mixture was diluted with saturated aqueous sodium hydrogencarbonate and ethyl acetate and the organic layer was 
separated. The organic layer was washed with brine and then dried over anhydrous magnesium sulfate. The residue 
was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (795 
mg, 100%) as a light yellow oil. 
lH-NMR(CDCI3)6(ppm) 

1.22(3H,t,J=7.2Hz), 1.41(9H,s), 3.12-3.30(2H,m), 3.40(3H,s), 3.48-3.65(4H,m), 3.73(3H,s), 3.99-4.08(1 H,m), 
4.18-4.32(1 H,m), 4.42(2H,S), 4.63-4.81 (2H,m), 7.37(1 H,d,J=2.0Hz), 7.54(1 H,d,J=2.0Hz). 

(Example 17: Final step) 

[0783] A solution of 5,6-diethoxy-4-fluoro-1H-3-isoindoleamine (95 mg, 0.40 mmol) and 2-bromo-1-{3-(terf-butyr)- 
5-[(3S,4S)-3-ethoxy-4-(methoxymethoxy)tetrahydro-1 H-1 -pyrrolyl]-4-methoxyphenyl)-1 -ethanone (200 mg, 0.436 
mmol) in dimethylformamide (3 ml) was stirred at room temperature for 68 hours. After completion of the reaction, the 
solvent was distilled off and the residue was purified by NAM silica gel column chromatography (solvent: ethyl acetate- 
methanol) to yield the MOM -protected title compound (235 mg). The product was then dissolved in trifluoroacetic acid 
(1 ml)-H 2 0 (1 drop), and the mixture was stirred at room temperature for 1 .5 hours. The solvent was distilled off under 
reduced pressure, the obtained product was dissolved in ethyl acetate (2 ml) and the resultant solution was slowly 
added dropwise to stirred Et 2 0 (20 ml). The obtained crystals were filtered off and dried to yield the target compound 
(80 mg, 29%) as a brown amorphous solid. 
1 H-NMR(DMSO-d6)8(ppm) 

1 .1 0(3H,t,J=6.8Hz) ( 1 .29(3H,t,J=6.8Hz), 1 .37(9H,s), 1 .39(3H,t,J=6.8Hz), 2.90-3.12(2H,m), 3.28-3.58(4H,m), 3.63(3H, 
s), 3.80-3.89(1H,m), 4.11 (2H,q,J=6.8Hz), 4.1 2-4.31 (3H,m), 4.79(2H,s), 5.38-5.57(2H,m), 7.30(1H,s), 7.34(1H,s), 7.41 
(1H,s), 8.98-9.10(1 H,m), 9.20-9.35(1 H,m). 
MS:m/e(ESI)572.4(MH+) 



131 



EP 1 391 451 A1 

<Example 18> 

1-(3,5-Di-tert-butyl-4-hydroxy-phe^^ 
hydrochloride 

[0784] 




(Step 1 ) (6-Methyl-3-pyridyl)methanol 
[0785] 




OH 



[0786] A solution of methyl 6-methylnicotinate (50 g, 0.33 mol) in anhydrous tetrahydrofuran (100 ml) was slowly 
added dropwise to a suspension of LAH (12.6 g, 0.33 mol) in anhydrous tetrahydrofuran (500 ml) over a period of 30 
minutes while cooling on ice, and the mixture was stirred at the same temperature for 1 hour and 20 minutes. After 
confirming completion of the reaction by thin layer chromatography, H 2 0 (25 ml) was slowly added dropwise over a 
period of 30 minutes while cooling on ice, and the stirring was continued at room temperature for 30 minutes. Magnesium 
sulfate was added for drying, and the precipitate was filtered through celite and washed three times with ethyl acetate. 
The solvent was distilled off under reduced pressure to yield the title compound (33.6 g, 82%) as a yellow oil. 
1 H-NMR(CDCI3)5(ppm) 

2.55(3H.s), 4.69(2H.brs), 7.1 6(1 H.d.J=8.4Hz), 7.61 (1 H.dd.J=8.4and2.4Hz), 8.46(1 H.d.J=2.4Hz). 

(Step 2) 5-(Chloromethyl)-2-methylpyridine 

[0787] 




CI 

[0788] Triethylamine (96 ml, 0.69 mol) was added to a solution of (6-methyl-3-pyridyl)methanol (28.4 g, 0.23 mol) in 
methylene chloride (230 ml) while cooling on ice. Mesyl chloride (26.8 ml, 0.35 mol) was then slowly added dropwise 
over a period of 20 minutes at the same temperature and the mixture was stirred for 10 hours while gradually raising 
the temperature to room temperature. After confirming completion of the reaction by thin layer chromatography, the 
mixture was diluted with ethyl acetate and poured into saturated aqueous NaHC0 3 . After separating the aqueous layer, 
extraction was performed with ethyl acetate, and the collected organic layer was washed with saturated aqueous NaCI 
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and dried over anhydrous magnesium sulfate. The solvent was distilled off under reduced pressure to yield the title 

compound (12.2 g). This was used without further purification for the following reaction. 

1 H-NMR(CDCl3)5(ppm) 

2.56(3H.s), 4.56(2H.s), 7.16(1H.d.J=8.0Hz), 7.62(1 H.dd.J=8.0and2.4Hz) t 8.49(1 H.d.J=2.4Hz). 
(Step 3) (6-Methyl-3-pyridyl)methyl azide 



[0790] NaN 3 (1 1 .2 g, 1 72 mmol) was added to a solution of the 5-(chloromethyl)-2-methylpyridine (1 2.2 g, 86.2 mmol) 
in dimethylformamide (1 20 ml) while cooling on ice and the mixture was stirred at the same temperature for 1 hour and 
then at room temperature for 2 hours. The reaction mixture was poured into semi-saturated aqueous sodium hydro- 
gencarbonate, extraction was performed with ethyl acetate and the extract was washed with water and saturated 
aqueous NaCI. After drying with anhydrous magnesium sulfate, the solvent was distilled off under reduced pressure 
and the residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title 
compound (8.9 g, 26%, two steps) as a colorless oil. 
1 H-NMR(CDCI3)6(ppm) 

2.57(3H.s), 4.34(2H.s), 7.19(1 H.d.J=8.0Hz), 7.55(1 H.dd.J=8.0and2.4Hz), 8.45(1 H.d.J=2.4Hz). 
(Step 4) 3-(Azidomethyl)-6-methyl-2-pyridinecarbonitrile 



[0792] After adding 30% aqueous hydrogen peroxide (7.5 ml, 6.6 mmol) dropwise to a solution of (6-methyl-3-pyridyl) 
methyl azide (8.9 g, 6.0 mmol) and maleic anhydride (6.5 g, 6.6 mmol) in methylene chloride (90 ml) over a period of 
5 minutes while cooling on ice, the mixture was stirred at room temperature for 16 hours. Maleic anhydride (3.25 g) 
and 30% aqueous hydrogen peroxide (3.75 ml) were added in a similar manner while cooling on ice, and the mixture 
was stirred at room temperature for 4 hours. Saturated aqueous sodium hydrogencarbonate (100 ml) was added to 
the reaction mixture, NaHC0 3 was further added to be basic, and extraction was performed with methylene chloride. 
The extract was washed with a brine and dried over anhydrous magnesium sulfate, and the solvent was distilled off to 
yield crude 5-(azidomethyl)-2-methyl-1 -pyridiniumolate (7.45 g). This was used without further purification for the fol- 
lowing reaction. 

[0793] Trimethylsilyl cyanide (6.4 ml, 48 mmol) and dimethylcarbamyl chloride (4.2 ml, 46 mmol) were added in that 
order to a solution of the 5-(azidomethyl)-2-methyl-1 -pyridiniumolate (7.08 g, 43.2 mmol) in methylene chloride (80 ml) 
at room temperature and the mixture was stirred at the same temperature for 23 hours. After confirming completion of 
the reaction by thin layer chromatography, saturated aqueous sodium hydrogencarbonate (80 ml) was added and the 
mixture was stirred for 1 0 minutes. The reaction mixture was diluted with ethyl acetate, the aqueous layer was separated 
and extraction was performed with ethyl acetate. The collected organic layer was washed with water and brine and 
dried over anhydrous magnesium sulfate. The solvent was distilled off under reduced pressure and the residue was 
purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (5.79 g, 



[0789] 




[0791] 
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56%, two steps) as a colorless oil. 
1 H-NMR(CDCI3)5(ppm) 

2.62(3H.s), 4.63(2H.s), 7.41(1 H.d.J=8.0Hz), 7.76(1 H.d.J=8.0Hz). 

(Step 5) 2-Methyl-5H-pyrrolo[3,4-b]pyridine-7-amine 

[0794] 




[0795] Triphenylphosphine (11 g, 42 mmol) was added to a mixed solution of 3-(azidomethyl)-6-methyl-2-pyridine- 
carbonitrile (5.79 g, 33.4 mmol) in a tetrahydrofuran (120 ml)-H 2 0 (6 ml) mixed solvent while cooling on ice and the 
mixture was stirred at room temperature for 22 hours. The solvent was distilled off under reduced pressure and the 
residue was purified by silica gel column chromatography. The solvent was distilled off from the ethyl acetate-methanol- 
29% aqueous ammonia (40:10:1) elution fraction, and washing was performed with ether-n-hexane to yield the title 
compound (1.65 g, 34%) as a brown solid. The solvent was also distilled off from the washed mother liquor to yield 
the title compound (0.49 g). The NMR data for both compounds matched exactly. 
1 H-NMR(DMSO-d6)8(ppm) 

2.55(3H.s), 4.39(2H.s), 6.27(brs), 7.23(1 H.d.J=8.0Hz), 7.84(1 H.d.J=8.0Hz). 
(Example 18: Final step) 

[0796] After slowly adding 60% sodium hydride (0.45 g, 1 1 mmol) to a solution of 2-methyl-5H-pyrrolo[3,4-b]pyridine- 
7-amine (1 .5 g, 1 0 mmol) in tetrahydrofuran (30 ml) while cooling on ice, the mixture was stirred for 30 minutes. 2-Bromo- 
1-[3,5-di(ferf-butyl)-4-hydroxyphenyl]-1-ethanone (4.0 g, 12 mmol) was then added and stirring was continued at room 
temperature for 2 hours. The solvent was distilled off and then the residue was dissolved in methanol (20 ml) and 4 N 
hydrochloric acid-ethyl acetate (20 ml) was added dropwise while cooling on ice. After stirring at the same temperature 
for 30 minutes, the solvent was distilled off under reduced pressure and the residue was purified by silica gel column 
chromatography. The solvent was distilled off from the methylene chloride-methanol (5:1 )-3% acetic acid elution fraction 
under reduced pressure to yield a crude product. The product was dissolved in EtOH and then treated with 4 N hydro- 
chloric acid-ethyl acetate (20 ml). After distilling off the solvent under reduced pressure, the residue was recrystallized 
from ethanol-ethyl acetate, and the obtained crystals were washed with ethyl acetate and ether in that order and dried 
to yield the target compound (2.45 g, 56%) as a colorless amorphous solid. 
1 H-NMR(DMSO-d6)8(ppm) 

1.41(18H.s), 2.67(3H.s), 4.84(2H.s), 5.63(2H.s), 7.70(1 H.d.J=8.0Hz), 7.78(2H.s), 8.08(1 H.brs), 8.16(1 H.d.J=8.0Hz), 
9.63(1 H.brs), 9.94(1 H.brs). MS:m/e(ESI)394.1(MH+) 
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<Examp!e 19> 

1-(3,5-Di-fert-butyl-4-hydroxy-phenyl)-2-(3-ethoxy^ 



ethanone hydrochloride 
[0797] 




(Step 1) (5-Ethoxy-4,6-dimethyl-3-pyridyl)methanol 



[0798] 



-^0 




[0799] A suspension of 4-deoxypyridoxine hydrochloride (0.99 g, 5.2 mmol) in dimethylformamide (1 0 ml) was added 
dropwise to a suspension of 60% NaH (0.42 g, 10.5 mmol) in dimethylformamide (10 ml) while cooling on ice, and the 
mixture was stirred at room temperature for 1 day. Ethyl iodide (0.44 ml, 5.5 mmol) was then added dropwise at room 
temperature and stirring was continued for 1 7 hours. After confirming completion of the reaction by thin layer chroma- 
tography, the mixture was poured into semi-saturated aqueous sodium hydrogencarbonate and extraction was per- 
formed with ethyl acetate-tetrahydrofuran (1:1). The extract was washed with brine and dried over anhydrous magne- 
sium sulfate, the solvent was distilled off under reduced pressure and the residue was purified by silica gel column 
chromatography (solvent: methylene chloride-methanol) to yield the title compound (0.415 g, 44%). 
1 H-NMR(CDCI3)5(ppm) 

1.46(3H.t.J=7.2Hz), 2.35(3H.s), 2.63(3H.s), 3.89{2H.q.J=7.2Hz), 4.75(2H.s), 8.36(1 H.s). 
(Step 2) (5-Ethoxy-4,6-dimethyl-3-pyridyl)methyl azide 



[0801] Diphenylphosphoryl azide (0.59 ml, 2.7 mmol) and 1 ,8-diazabicyclo[5.4.0]undec-7-ene (0.41 ml, 2.7 mmol) 
were added dropwise in that order to a solution of (S-ethoxy^e-dimethyl-S-pyridyOmethanol (0.415 g, 2.29 mmol) in 
toluene (5 ml) at room temperature, and the mixture was stirred for 1 6 hours. After confirming completion of the reaction 
by thin layer chromatography, the mixture was poured into water and extraction was performed with ethyl acetate. The 
extract was washed with saturated aqueous NaCI and dried over anhydrous magnesium sulfate, the solvent was dis- 



[0800] 
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tilled off under reduced pressure and the residue was purified by silica gel column chromatography (solvent: n-hexane- 

ethyl acetate) to yield the title compound (447 mg, 95%) as a colorless oil. 

1 H-NMR(CDCI3)5(ppm) 

45(3H.t.J=7.2Hz), 2.31 (3H.s), 2.54(3H.s), 3.87(3H.q J=7.2Hz), 8.14(1H.s). 
(Step 3) S-tAzidomethyQ-S-ethoxy^.e-dimethyl^-pyrtdinecarbonitrile 



[0803] After adding 75% m-chloroperbenzoic acid (600 mg, 2.60 mmol) to a solution of (5-ethoxy-4,6-dimethyl-3-py- 
ridyl)methyl (447 mg, 2.1 7 mmol) in methylene chloride (5 ml) while cooling on ice, the mixture was stirred for 5 hours 
while gradually raising the temperature to room temperature. After confirming completion of the reaction by thin layer 
chromatography, the mixture was poured into saturated aqueous sodium hydrogencarbonate and saturated with so- 
dium chloride, after which extraction was performed with ethyl acetate-tetrahydrofuran (1:1). The extract was washed 
with brine and dried over anhydrous magnesium sulfate, and the solvent was distilled off under reduced pressure to 
yield crude N-oxide (637 mg). This compound was used without further purification for the following reaction. 
[0804] Trimethylsilyl cyanide (0.30 ml, 2.2 mmol) and dimethylcarbamyl chloride (0.21 ml, 2.3 mmol) were added in 
that order to a solution of the N-oxide (333 mg, 1 .5 mmol) in acetonitrile (6 ml) at room temperature and the mixture 
was stirred at the same temperature for 115 hours. After confirming completion of the reaction by thin layer chroma- 
tography, saturated aqueous sodium hydrogencarbonate was added and the mixture was stirred for 10 minutes. The 
reaction mixture was diluted with ethyl acetate, the aqueous layer was separated and extraction was performed with 
ethyl acetate. The collected organic layer was washed with water and brine and then dried over anhydrous magnesium 
sulfate. The solvent was distilled off under reduced pressure and the residue was purified by silica gel column chro- 
matography (solvent: n-hexane-ethyl acetate) to yield the title compound (64 mg, 18%). 
1 H-NMR(CDCI3)5(ppm) 

47(3H.t.J=7.2Hz), 2.36(3H.s), 2.54(3H.s), 3.92(2H.q.J=7.2Hz), 4.59(2H.s). 
(Step 4) 3-Ethoxy-2 t 4-dimethyl-5H-pyrrolo[3 l 4-b]pyridine-7-amine 



[0806] Triphenylphosphine (1 70 mg, 0.648 mmol) was added to a solution of the 3-(azidomethyl)-5-ethoxy-4,6-dime- 
thyl-2-pyridinecarbonitrile (113 mg, 0.489 mmol) in a tetrahydrofuran (3 ml)-H 2 0 (0.15 ml) mixed solvent while cooling 
on ice, and the mixture was stirred at room temperature for 2.5 hours. The solvent was distilled off under reduced 
pressure and the residue was purified by silica gel column chromatography (solvent: ethyl acetate-methanol-29% NH 3 
(aq)) to yield the title compound (69 mg, 69%) as a yellow solid. 
1 H-NMR(DMSO-d6)5(ppm) 

35(3H.t.J=7.2Hz), 2.26(3H.s), 2.46(3H.s), 3.85(2H.q.J=7.2Hz), 4.33(2H.s). 



[0802] 




[0805] 
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(Example 19: Final step) 

[0807] After adding 60% sodium hydride (15 mg, 0.38 mmol) to a solution of the 3-ethoxy-2,4-dimethyl-5H-pyrrolo 
[3,4-b]pyridine-7-amine (69 mg, 0.34 mmol) in tetrahydrofuran (3 ml) while cooling on ice, the mixture was stirred at 
the same temperature for 1 0 minutes. 2-Bromo-1 -[3,5-di( terf-butyl)-4-hydroxyphenyl]-1 -ethanone (1 35 mg, 0.41 mmol) 
was then added while stirring on ice and stirred at room temperature for 2 hours. The solvent was distilled off under 
reduced pressure and the residue was purified by silica gel column chromatography (solvent = methylene chloride: 
methanol (30:1 )-3% acetic acid). The product was dissolved in EtOH and treated with 4 N hydrochloric acid-ethyl 
acetate (1 mi), and the solvent was distilled off under reduced pressure. The residue was crystallized from ethanol to 
yield the target compound (52 mg, 32%). 
iH-NMR(DMSO-d6)S(ppm) 

1 .40(3H.t.J=7.2Hz), 1 .42(1 8H.s), 2.32(3H.s), 2.58(3H.s), 3.99(2H.t.J=7.2Hz), 4.81 (2H.s), 5.52(2H.s), 7.76(2H.s), 8.07 

(1H.s), 9.37(1 H.brs), 9.84(1 H.brs). 

MS:m/e(ESI)452.2(MH+) 

<Example 20> 

2-[2-(3,5-Di-tert-butyl-4-hydroxy-pheny^ 
hydrobromide 



[0810] After dissolving 4-(azidomethyl)-5-cyano-2-ethoxybenzoic acid (0.7 g, 2.85 mmol) in tetrahydrofuran (1 5 ml), 
triethylamine (0.48 mi, 3.42 mmol) and ethyl chloroformate (0.3 ml, 3.14 mmol) were added while cooling on ice. The 
mixture was stirred for 10 minutes while cooling on ice, and then 27% aqueous ammonia (10 ml) was added and the 
mixture was stirred at room temperature for 10 minutes. Water (30 ml) was added to the reaction mixture, extraction 
was performed with ethyl acetate (20 ml x 3), and then after washing the combined organic layers with brine (30 ml) 
and drying over anhydrous magnesium sulfate, the solvent was distilled off under reduced pressure. The obtained 
crude product (0.68 g) was used directly for the following reaction. 
1 H-NMR(CDCI3)6(ppm) 

1.56(3H,t,J=7.3Hz), 4.34(2H,q,J=7.3Hz), 4.68(2H,s), 7.14(1H,s), 8.55(1 H,s). 



[0808] 




(Step 1 ) 4-(Azidomethyl)-2-ethoxy-5-(1 -ethynyQbenzamide 



[0809] 
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(Step 2) 3-Amino-6-ethoxy-1H-5-isoindolecarboxamide 
[0811] 



0 N 




[0812] Afterdissolvingcaide4-(azidomethyl)-2-ethoxy-5-(1-ethynyl)ben2amide (0.68 g, 2.8 mmo!) in tetrahydrofuran 
(20 ml)-water (1 ml), triphenylphosphine (1 .12 g, 4.3 mmol) was added while stirring at room temperature. The mixture 
was stirred at room temperature for 23 hours, the solvent was distilled off under reduced pressure and the residue was 
purified by NAM silica gel column chromatography (solvent: ethyl acetate:methanol:27% aqueous ammonia) to yield 
the title compound (faint brown crystals, 460 mg, 74.9%). 

(Example 20: Final step) 

[0813] Synthesis was performed in the same manner as the final step of Example 3 to yield the target compound as 

a yellow solid. 

iH-NMR(DMSO-d6)5(ppm) 

1.40(18H,s), 1.41(3H,t,J=7.5Hz), 4.84(2H,s), 5.48(2H,s), 7.54(1H,s), 7.69(1 H.brs), 7.77(2H,s), 8.07(1H,s), 8.63(1H, 
s), 9.15(1H,brs), 9.82(1H,brs). MS:m/e(ESI)466.1 (MH+) 

<Example21> 

2-[2-(8-ferf-Butyl-4-methyl-3,4-dihydro-2H-benzo[1 > 4]oxazin-6-yl)-2-oxo-ethyl]-6-ethoxy-3-imino-2 
isoindole-5-carboxylic acid methylamide hydrobromide 

[0814] 




/ 



(Step 1 ) 1 -[3-(ferf-Butyl)-4-(methoxymethoxy)-5-nitrophenyl]-1 -ethanone 
[0815] 
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[081 6] Diisopropylethylamine (65 ml, 373 mmol) was added to a solution of 1 -[3-(terf-butyl)-4-hydroxy-5-nitrophenyl]- 
1 -ethanone (58.6 g, 247 mmol) in tetrahydrofuran (350 ml) under a nitrogen atmosphere while cooling on ice, and then 
chloromethyl methyl ether (24.5 ml, 322 mmol) was added dropwise. After stirring at the same temperature for 30 
minutes, ice water (250 ml) was added and extraction was performed twice with ethyl acetate. The organic layer was 
washed with 1 N hydrochloric acid water, water, saturated aqueous sodium hydrogencarbonate and brine in that order. 
The organic layer was dried over anhydrous magnesium sulfate and then the solvent was distilled off under reduced 
pressure to yield the title compound (69.4 g, 99.9% yield) as a light brown oil. This was used without purification for 
the following reaction. 
1H-NMR(CDCI3)8(ppm) 

1.42(9H,s), 2.59(3H,s), 8.08(1 H.d.^.OHz), 8.45(1 H,d ( J=2.0Hz), 11.25(1H,s). 
(Step 2) 1 -[3-Amino-5-(fe/t-butyl)-4-(methoxymethoxy)phenyl]-1 -ethanone 



[0818] After adding 10% palladium-carbon (50% wet) (1 4 g) to a solution of the 1 -[S^fe/t-butylH^methoxymethoxyJ- 
S-nitrophenyll-l-ethanone (69.4 g, 247 mmol) in toluene (280 ml) at room temperature, the mixture was hydrogenated 
for 7 hours under normal pressure. The 10% palladium-carbon was removed by celite filtration and the solvent was 
distilled off under reduced pressure. The residue was recrystallized from hexane to yield the title compound (54.0 g, 
87.1% yield) as light green granular crystals. 
1H-NMR(CDCI3)8(ppm) 

1.35(9H,S), 2.46(3H,S), 3.57(3H,s), 5.01(2H,s), 5.13(2H,s), 7.14(1 h,d,J=2.0Hz), 7.27(1 H,d,J=2.0Hz). (Step 3) 
N1 -[5-Acetyl-3-(terf-butyl)-2 

(methoxymethoxy)phenyl]acetamide 



[0820] Triethylamine (60 ml, 430 mmol) was added to a solution of the 1 -[3-amino-5-(te^butyl)-4-(methoxymethoxy) 
phenyl]-1 -ethanone (53.9 g, 215 mmol) in tetrahydrofuran (270 ml) while cooling on ice under a nitrogen atmosphere 
and then acetyl chloride (23 ml, 323 mmol) was added dropwise. After stirring at the same temperature for 1 0 minutes, 
the mixture was stirred at room temperature for 30 minutes. The solvent was distilled off under reduced pressure, water 
was added to the residue and then extraction was performed with ethyl acetate. The organic layer was washed with 1 
N hydrochloric acid water, water, saturated aqueous sodium hydrogencarbonate and brine in that order. After drying 
with anhydrous magnesium sulfate, the solvent was distilled off under reduced pressure. The residue was recrystallized 
from ethyl acetate-hexane to yield the title compound (56.2 g, 89.3% yield) as light brown needle-like crystals. 



[0817] 




0 



[0819] 
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(Step 4) N1-[5-Acetyl'3"(terf-butyl)-2-hydroxyphenyl]acetamide 
[0821] 



10 




o 0 ^ 

15 

[0822] Chlorotrimethylsilane (36.5 ml, 288 mmol) was added dropwise to a solution of the N1 -[5-acetyl-3-(tert-butyl)- 
2-(methoxymethoxy)phenyl]acetamide (56.2 g, 192 mmol) and sodium iodide (43.1 g, 288 mmol) in tetrahydrofuran 
(300 ml) under a nitrogen atmosphere while cooling on ice, and then the mixture was stirred at the same temperature 
for 10 minutes and at room temperature for 1 hour. The reaction mixture was poured into a saturated aqueous sodium 

20 hydrogencarbonate (400 ml)-ice (300 ml) mixed solvent while stirring. Following extraction twice with ethyl acetate, 
the organic layer was washed with saturated aqueous sodium hydrogencarbonate and brine in that order. After drying 
over anhydrous magnesium sulfate, the solvent was distilled off under reduced pressure. The residue was recrystallized 
from ethyl acetate-n-hexane to yield the title compound (first crystallization = 30.5 g, second crystallization = 3.55 g, 
71 .3% yield) as white needle-like crystals. 

25 1 H-NMR(CDCI3)8(ppm) 

1.39(9H,s), 2.13(3H,s), 2.49(3H,s), 7.66(1 H,d,J=2.0Hz), 7.68(1 H,d,J=2.0Hz), 10.04(1H,s), 10.24(1H,s). 

(Step 5) 1-[4-Acetyl-8-(ter^butyl)-3,4-dihydro-2H-1 ,4-benzoxazin-6-yl]-1-ethanone 

30 [0823] 




[0824] Potassium carbonate (113 g, 818 mmol) and 1 ,2-dibromoethane (64.1 g, 341 mmol) were added to a solution 
of the N1-[5-acetyl-3-(ferf-butyl)-2-hydroxyphenyl]acetamide (34.0 g, 137 mmol) in dimethylformamide (280 ml) under 

45 a nitrogen atmosphere, and then the mixture was stirred at 70°C for 17 hours. The solvent was distilled off under 
reduced pressure, ethyl acetate was added to the residue and the mixture was washed with water (3 times) and brine 
in that order. After drying over anhydrous magnesium sulfate, the solvent was distilled off under reduced pressure to 
yield the title compound (36.9 g, 98.1 % yield) as light red crystals. These were used without purification for the following 
reaction. 

so 1 H-NMR(CDCI3)5(ppm) 

1.36(9H,s), 2.26(3H,s), 2.50(3H,s), 3.88(2H,t,J=4.8Hz), 4.42(2H,t,J=4.8Hz), 7.63(1 H,s), 8.05(1 H,s). 
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(Step 6) 1 -[8-(terf-Butvl)-3,4-dihydro-2H-1 ,4-benzoxazin-6-yl]-1 -ethanone 



[0825] 



10 




0 H 

15 [0826] After adding 6 N aqueous sodium hydroxide (1 80 ml, 900 mmol) to a solution of the 1 -[4-acetyl-8-(terf-butyl)- 
3,4-dihydro-2H-1,4-benzoxazin-6-yl]-1 -ethanone (36.8 g, 134 mmol) in methanol (360 ml) under a nitrogen atmos- 
phere, the mixture was stirred at 70°C for 40 minutes. The methanol was distilled off under reduced pressure, and the 
precipitated crystals were filtered out and dried under reduced pressure to yield the title compound (30.6 g, 98.1% 
yield) as bright golden yellow crystals. 

20 1 H-NMR(CDCI3)5(ppm) 

1 .33(9H,s), 2.43(3H,s), 3.32(2H,t,J=4.4Hz), 4.1 9(2H,t,J=4.4Hz) l 5.94(1 H,s), 7.08(1 H,d,J=2.0Hz), 7.1 0(1 H,d,J=2.0Hz). 

(Step 7) l-tS-tferf-ButyQ^-methy-l-S^-dihydro^H-l^-benzoxazin-e-yn-l -ethanone 

25 [0827] 



30 



35 




[0828] Potassium carbonate (2.43 g, 1 7.6 mmol) and methyl iodide (1 .3 ml, 20.9 mmol) were added to a solution of 
the 1 -[8-(ferf-butyl)-3,4-dihydro-2H-1 ,4-benzoxazin-6-yl]-1 -ethanone (3.73 g, 1 6.0 mmol) in dimethylformamide (35 ml) 
under a nitrogen atmosphere, and the mixture was stirred at room temperature for 1 day. The solvent was distilled off 
*o under reduced pressure, ethyl acetate was added to the residue and the mixture was washed with water (twice) and 
brine in that order. After drying over anhydrous magnesium sulfate, the solvent was distilled off under reduced pressure. 
The residue was subjected to silica gel chromatography (Wakogel-C200, 60 g) and then fractionated with 2% ethyl 
acetate-toluene to yield the title compound (2.61 g, 66.0% yield) as bright golden yellow crystals. 
1H-NMR(CDCI3)6(ppm) 

45 1 .33(9H,s), 2.49(3H,s), 2.89(3H,s), 3.29(2H,t,J=4.4Hz), 4.31 (2H,t,J=4.4Hz), 7.1 3(1 H,d,J=2.0Hz), 7.24(1 H,d,J=2.0Hz). 
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(Step 8) 2-Bromo-1 -[8-(tert-butyl)-4-methyl-3,4-dihydro-2H-1 ,4-benzoxazin-6-y)1-1 -ethanone 



[0829] 




0 1 

[0830] A solution of the 1-[8-(ferf-butyl)-4-methyl-3,4-dihydro-2H-1,4-benzoxazin-6-yl]-1 -ethanone (2.61 g, 10.6 
mmol) and tetra-/?-butylammonium tribromide (6.62 g, 13.7 mmol) in acetic acid was stirred at room temperature for 
3.5 hours under a nitrogen atmosphere, and then n-butylammonium tribromide (1 .02 g, 2.12 mmol) was added and 
stirring was continued for 45 minutes. After distilling off the solvent under reduced pressure, ethyl acetate was added 
to the residue and the mixture was washed with saturated aqueous sodium hydrogencarbonate (twice) and brine in 
that order. It was then dried over anhydrous magnesium sulfate, and the solvent was distilled off under reduced pres- 
sure. The residue was subjected to silica gel chromatography (Wakogel-C200, 80 g) and fractionated with hexane- 
toluene (1 :3) to yield the title compound (977 mg, 28.4% yield) as bright golden yellow crystals. 
1H-NMR(CDCI3)5(ppm) 

1 .33(9H,s), 2.90(3H,s), 3.30(2H,t,J=4.4Hz), 4.33(2H,t,J=4.4Hz), 4.83(2H,s), 7.1 8(1 H,d,J=2.0Hz), 7.28(1 H ( d, J=2.0Hz). 
(Example 21 : Final step) 

[0831] A solution of 3-amino-6-ethoxy-1 H-5-isoindolecarboxamide (13 mg, 0.056 mmol) and the 2-bromo-1 -[8-(terf- 
butyl)-4-methyl-3 l 4-dihydro-2H-1,4-benzoxazin-6-yl]-1-ethanone (22 mg, 0.067mmmol) in dimethylformamide (1 ml) 
was stirred at 50°C for 19 hours under a nitrogen atmosphere. The solvent was distilled off under reduced pressure, 
and the residue was crystallized from acetonitrile to yield the target compound (19 mg, 61% yield) as bright golden 
yellow crystals. 
1 H-NMR(DMSO-d6)5(ppm) 

1.37(9H,s), 1.43(3H,t,J=7.2Hz), 2.84(3H,d,J=4.4Hz), 2.92(3H,s), 3.33(2H,t,J=4.4Hz) J 4.31 (2H,q I J=7.2Hz), 4.36(2H,t, 
J=4.4Hz), 4.85(2H,s), 5.47(2H,s), 7.1 8(1 H,d,J-2.0Hz), 7.30(1 H,d,J=2.0Hz), 7.55(1 H.s), 8.21 (1 H,q,J=4,4Hz), 8.57(1 H, 
s), 9.18(1H,s), 9.83(1H,s). 
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<Example 22> 

6-[2-(3 t 5-Di-tert-butyM-hydroxy-phenyl)-2-oxo-ethyl]^ 
2-carboxylic acid methylamide hydrochloride 

[0832] 




(Step 1) 6-Bromonicotinic acid 
[0833] 



[0834] After dissolving 2-bromo-5-picoline (1 00 g, 0.291 mol) in 1 000 ml of water, Aliquat336 (2 ml) was added, and 
then potassium permanganate (251 g, 0.797 mol) was gradually added over a period of 1 hour and 30 minutes while 
stirring at 110°C. This mixture was further stirred for an hour, the reaction mixture was filtered through celite without 
cooling and washed with water, and the filtrate was concentrated to approximately half volume under reduced pressure. 
After adding 48% hydrobromic acid (—300 ml), the precipitated crystals were filtered, washed with water and dried to 
yield the title compound (white crystals 52 g, 44%). 
1 H-NMR(CDCI3)5(ppm) 

7.64(1 H,d,J=8.0Hz), 8.08(1 H,d,J=8.0Hz), 9.03(1 H.s). 
(Step 2) (6-Bromo-3-pyridyl)methanol 




[0835] 




OH 
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[0836] After dissolving 6-bromonicotinic acid (65.7 g, 0.325 mol) in tetrahydrofuran (1600 ml), triethylamine (54 ml, 
0.39 mol) and ethyl chloroformate (32.6 ml, 0.341 mol) were added while stirring on ice. The mixture was stirred for 
20 minutes while cooling on ice, and the white crystals which precipitated upon filtration were removed and washed 
with tetrahydrofuran. The filtrate was stirred while cooling on ice, and an aqueous solution (211 ml) of sodium borohy- 

5 dride (1 8.4 g, 0.488 mol) was gradually added dropwise over a period of 30 minutes. After continued stirring for 1 hour 
and 20 minutes while cooling on ice, 800 ml of water was added and extraction was performed with ethyl acetate (600 
ml x 2), and then after washing the combined organic layers with brine (300 ml) and drying over anhydrous magnesium 
sulfate, the solvent was distilled off under reduced pressure to yield the title compound (45.5 g, 74.5%). This was used 
without further purification for the following reaction. 

w iH-NMR(CDCI3)5(ppm) 

4.70(2H,s), 7.46(1 H,d,J=8.0Hz), 7.59(1 H,d,J=8.0Hz), 8.34(1 H.brs). 

(Step 3) (6-Bromo-3-pyridyl)methyl [1 -(terf-butyl)-l ,1 -diphenylsilyll ether 

15 [0837] 



20 




0TBDPS 

[0838] After dissolving the (6-bromo-3-pyridyl)methanol (45.5 g, 0.242 mol) in dimethylformamide (500 ml), terf-butyl 
diphenylsilyl chloride (69 ml, 0.266 mol) and imidazole (1 8 g, 0.264 mol) were added while stirring at room temperature. 
The mixture was stirred at room temperature for an additional 1 7 hours, 500 ml of water was added and extraction was 
30 performed with diethyl ether (500 ml x 2), and then after washing the combined organic layers with brine (500 ml) and 
drying over anhydrous magnesium sulfate, the solvent was distilled off under reduced pressure. The residue was 
purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (light yellow 
syrup, 76.9 g, 74.3%). 
1 H-NMR(CDCI3)5(ppm) 

35 1.08(9H,s), 4.71(2H,s), 7.34-7.47(6H J m), 7.52(1 H,d,J=8.0Hz), 7.65(4H,d,J=8.0Hz), 7.71 (1 H,d,J=8.0Hz), 8.29(1H,s). 
(Step 4) 5-({[1 -(tert-Butyl)-l ,1 -diphenylsilyl]oxy}methyl)-2-pyridinecarbaldehyde 
[0839] 

40 



CHO 

45 



OTBDPS 

50 

[0840] After dissolving (6-bromo-3-pyridyl)methyl [1 -(te/?-butyl)-1 ,1 -diphenylsilyl] ether (11 9 g, 0.279 mol) in tetrahy- 
drofuran (1400 ml), n-butyllithium (1.5 M n-hexane solution, 195 ml, 0.293 mol) was added dropwise at -70°C while 
stirring for a period of 30 minutes. The mixture was stirred for an additional 40 minutes at -70°C, N-formylmorpholine 
(56.1 ml, 0.558 mol) was added all at once, stirring was continued for 90 minutes, and then saturated aqueous ammo- 
55 nium chloride (700 ml) was added and the temperature was raised to room temperature. Extraction was performed 
with ethyl acetate (600 ml x 2), and then after washing the combined organic layers with brine (500 ml) and drying over 
anhydrous magnesium sulfate, the solvent was distilled off under reduced pressure. The residue was purified by silica 
gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (59.5 g, 57%). 
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1 H-NMR(CDCI3)S(ppm) 

1.08(9H,s), 4.85(2H,s), 7.33-7.78(1 OH.m), 7.83(1 H,d,J=8.0Hz), 7.94(1 H,d,J=8.0Hz), 8.72(1 H,s), 1 0.07(1 H,s). 

(Step 5) 5-({[1>(ferf-Butyl)-1 J-diphenylsi]yl]oxy}methyl)-2-pyridinecarboxylic acid 

[0841] 




[0842] After dissolving the 5-({[1-(tert-butyl)-1 ,1-diphenylsilyl]oxy}methyl)-2-pyridinecarbaldehyde (59.5 g, 0.158 
mo!) in t-butanol (1050 ml) and water (210 ml), NaH 2 P0 4 -2H 2 0 (246 g, 1.58 mol), 2-methyl-2-butene (201 ml, 1.90 
mol) and NaCI0 2 (143 g, 1.58 mol) were added in that order while stirring on ice, and then the mixture was further 
stirred at room temperature for 80 minutes. Water (600 ml) was added to the reaction mixture, extraction was performed 
with a 1 :1 ethyl acetate-tetrahydrofuran mixed solvent (500 ml x 3), and then after washing the combined organic layers 
with brine (500 ml) and drying over anhydrous magnesium sulfate, the solvent was distilled off under reduced pressure 
to yield the title compound (53.5 g). This was used without further purification for the following reaction. 
1 H-NMR(CDCI3)S(ppm) 

1.07(9H,s), 4.85(2H,s), 7.33-7.78(1 0H,m), 7.88(1 H,d,J=8.0Hz), 8.18(1 H,d,J=8.0Hz), 8.55(11-1,5). 
(Step 6) N2-Methyl-5-({[1-(fert-butyl)-1 > 1-diphenylsilyl]oxy}methyl)-2-pyridinecarboxamide 
[0843] 




[0844] After dissolving 5-({[1-(tert-butyl)-1 ,1-diphenylsilyl]oxy}methyl)-2-pyridinecarboxylic acid (48.3 g, 0.123 mol) 
in tetrahydrofuran (615 ml), triethylamine (20.6 ml, 0.148 mol) and ethyl chloroformate (12.9 ml, 0.135 mol) were added 
while stirring on ice. The mixture was further stirred for 1 5 minutes while cooling on ice, a 1 0% aqueous methylamine 
solution (1 00 ml) was added, and stirring was continued for 1 5 minutes while cooling on ice. Brine (400 ml) was added, 
extraction was performed with a 1:1 ethyl acetate-tetrahydrofuran mixed solvent (400 ml x 5), the extract was dried 
over anhydrous magnesium sulfate, and then the solvent was distilled off under reduced pressure. The residue was 
purified by silica gel column chromatography (solvent: dichloromethane-methanol) to yield the title compound (white 
crystals, 31 .9 g, 64.2%). 
1 H-NMR(CDCI3)5(ppm) 

1.08(9H,s), 3.03(3H,d,J=4.0Hz), 4.80(2H,s), 7.33-7.49(6H,m), 7.65(4H,d,8.0Hz), 7.77(1 H,d,J=8.0Hz), 7.99(1 H.brs), 
8.15(1 H,d,J=B.0H2) J 8.27(1H,s). 
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(Step 7) N2-Methyl-5-({[1-(terf-butyl)-1 t 1'diphenylsilyl1oxv}methyl)-3-hydroxv-2-pyridinecarboxamide 



[0845] 



0 




OTBDPS 



[0846] After dissolving the N2-methyl-5-({[1-(fert-butyl)-1 s 1-diph^ (31.9 
g, 78.9 mmol) in tetrahydrofuran (526 ml), n-butyllithium (1.5 M n-hexane solution, 132 ml, 198 mmol) was added 
dropwise at -78°C while stirring over a period of 20 minutes. The mixture was stirred at -78°C for 50 minutes, B(OMe) 3 
(35.4 ml, 31 6 mmol) was added, and then stirring was continued for 1 0 minutes, and at 0°C for 20 minutes. A mixture 
of 30% aqueous hydrogen peroxide (70 ml), 27% aqueous ammonia and ammonium chloride (28.3 g) was added while 
stirring on ice, and stirring was continued at room temperature for 90 minutes. A 10% aqueous citric acid solution was 
added until the reaction mixture was acidic, extraction was performed with ethyl acetate (250 ml x 2), and then after 
washing the combined organic layers with brine (300 ml) and drying over anhydrous magnesium sulfate, the solvent 
was distilled off under reduced pressure. The residue was purified by silica gel column chromatography (solvent: n- 
hexane-ethyl acetate) to yield the title compound (light yellow crystals 1 7.4 g, 52.5%). 
1 H-NMR(CDCI3)5(ppm) 

1 .09(9H,s), 3.02(3H,d,J=4.0Hz), 4.75(2H,s), 7.31 (1 H,brs), 7.35-7.74(1 0H,m), 7.96(1 H,brs), 7.97(1 H,d,J=1 .5Hz), 12. 1 7 
(1H,s). 

(Step 8) N2-Methyl-5-({[1-(terf-butyl)-1,1-diphenylsilyl]oxy}methyl)-3-ethoxy-2-pyridinecarboxamide 



[0848] After dissolving N2-methyl-5-({[1-(terf-butyl)-1 ,1-diphenylsilyl)oxy}methyl)-3-hydroxy-2-pyridinecarboxamide 
(17.4 g, 41.4 mmol) in dimethylformamide (83 ml), ethyl iodide (3.6 ml, 45.5 mmol) and potassium carbonate (6.3 g, 
45.5 mmol) were added while stirring at room temperature. The mixture was stirred at room temperature for an additional 
9 hours, water (1 00 ml) was added and extraction was performed with ethyl acetate (80 ml x 2), and then after washing 
the combined organic layers with brine (80 ml) and drying over anhydrous magnesium sulfate, the solvent was distilled 
off under reduced pressure to yield the title compound (22.5 g). This was used without further purification for the 
following reaction. 



1 H-NMR(CDCI3)5(ppm) 

1.08(9H,s), 1.49(3H,t,J=7.3Hz), 2.99(3H,d,J=4.0Hz), 4.10(2H,q,J=7.3Hz), 4.80(2H,s), 7.32-7.72(1 1H,m), 8.09(1 H,s). 



[0847] 



0 
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(Step 9) terf-Butyl N-{[5-({[1-(ferf-butyl)-1 ,1-diphenylsilyl]oxy}methyl)-3-ethoxy-2-pyridvl1carbonyl}-N- 
methylcarbamate 

[0849] 




OTBDPS 



[0850] After dissolving the N2-methyl-5-({[1 -(ferf-butyl)-l ,1 -diphenylsilyi]oxy}methyl)-3-ethoxy-2-pyridjnecarboxam- 
ide (crude, 41 .4 mmol) in acetonitrile (140 ml), triethylamine (6.9 ml, 49.7 mmol), dimethylaminopyridine (0.51 g, 4.14 
mmol) and tert-butyl dlcarbonate (9.39 g, 43.5 mmol) were added at room temperature while stirring and the mixture 
was stirred at room temperature for 14 hours. The reaction mixture was concentrated to half volume under reduced 
pressure, water (1 00 ml) was added and extraction was performed with ethyl acetate (80 ml x 2), and then after washing 
the combined organic layers with brine (80 ml) and drying over anhydrous magnesium sulfate, the solvent was distilled 
off under reduced pressure to yield a crude product (23.2 g). This was used without further purification for the following 
reaction. 

lH-NMR(CDCI3)5(ppm) 

1.08(9H s s), 1.15(9H,s), 1 .39(3H,t,J=7.0Hz), 3.32(3H,s), 4.01 (2H,q,J=7.0Hz), 4.77(2H,s), 7.20(1 H,s), 7.34-7.75(1 OH, 
m), 8.06(1 H,s). 

(Step 1 0) terf-Butyl N-{[3-ethoxy-5-(hydroxymethyl)-2-pyridyl]carbonyl}-N-methylcarbamate 
[0851] 




[0852] After dissolving terf-butyl N-{[5-({[1-(te/?-butyl)-1 ,1 -diphenylsilyl]oxy}methyl)-3-ethoxy-2-pyridyl]carbonyl}-N- 
methyl carbamate (crude, 41.4 mmol) in tetrahydrofuran (120 ml), tris(dimethylamino)sulfur (trimethylsilyl)difluoride 
(12.5 g, 45.5 mmol) was added while stirring on ice. The mixture was then stirred for an additional 20 minutes while 
cooling on ice, water (100 ml) was added and extraction was performed with ethyl acetate (80 ml x 3), and then after 
washing the combined organic layers with brine (100 ml) and drying over anhydrous magnesium sulfate, the solvent 
was distilled off under reduced pressure. The residue was purified by silica gel column chromatography (solvent: n- 
hexane-ethyl acetate) to yield the title compound (7.9 g, 61 .6% 3 step). 
1 H-NMR(CDCI3)6(ppm) 

1.19(9H,s), 1.39(3H,t,J=7.0), 3.34(3H,s), 4.06(2H,q,J=7.0Hz), 4.74(2H,brs), 7.26(1 H,s), 8.07(1H,s). 
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(Step 11) 1 ~[(64[(terf-Butoxycarbonyl)(methyl)amino]carbonyl}-5-ethQxy-3-pyridyl)methy ,2-triazadien-2-ium 



[0853] 




[0854] AfterdissoMngtheN-{[5-({[1-(terf-butyl)-1 J-diphenylsilyl]oxy}methyl)-3-ethoxy-2-pyridyl]carbonyl}-N-methyl 
carbamate (7.9 g, 25.5 mmol) in toluene (100 ml), diphenylphosphoryl azide (6.0 ml, 28.1 mmol) and 1 ,8-diazabicyclo 
[5.4.0]undec-7-ene (4.2 ml, 28.1 ml) were added while stirring on ice, and the mixture was further stirred at room 
temperature for 5 hours. Water (100 ml) was added and extraction was performed with ethyl acetate (80 ml x 2), and 
then after washing the combined organic layers with brine (1 00 ml) and drying over anhydrous magnesium sulfate, the 
solvent was distilled off under reduced pressure to yield the title compound (7.85 g). This was used without further 
purification for the following reaction. 
1 H-NMR(CDCI3)5(ppm) 

1.18(9H,s), 1.41(3H,t,J=7.0), 3.34(3H,s), 4.07(2H t q,J=7.0Hz), 4.39(2H,s), 7.15(1H,s), 8.09(1H,s). 
(Step 12) 5-(Azidomethyl)-2-{[(ferf-butoxycarbonyl)(methyl)amino]carbonyl}-3-ethoxy-1-pyridiniumolate 
[0855] 




[0856] After dissolving the 1 -[(6-{[(ferf-butoxycarbonyl)(methyl)amino]carbonyl}-5-ethoxy-3-pyridyl)methyl]-1 ,2-tria- 
zadien-2-ium (crude product, 25.2 mmol) in dichloromethane (120 ml), m-chloroperbenzoic acid (6.92 g, 28.1 mmol) 
was added at room temperature while stirring and the mixture was stirred at room temperature for 4 hours. The reaction 
mixture was concentrated under reduced pressure and then the residue was purified by silica gel column chromatog- 
raphy (solvent: n-hexane-ethyl acetate) to yield the title compound (9.74 g, 100% up). 
1 H-NMR(CDCI3)8(ppm) 

1.30(9H,s), 1.38(3H,t,J=7.0), 3.33(3H,s), 4.10(2H,q,J=7.0Hz), 4.33(2H,s), 6.77(1H,s), 7.83(1H,s). 
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(Step 1 3) 1 -[(6-{[(terf-Butoxycarbonyl) (methyl)amino]carbonyi}-2-cyano-5 ethoxy-3-pyridyl)methyl]-1 ,2-triazadien- 
2-ium 

[0857] 




[0858] After dissolving 5-(a2idomethyl)-2^[(ferf-butoxycarbonyl)(methyl)amino]carbonyl}-3-ethoxy-1 -pyridiniumo- 
late (9.74 g, 27.7 mmol) in acetonitrile (140 ml), trimethylsilyl cyanide (5.5 ml, 41 .6 ml) and dimethyicarbamyl chloride 
(3.8 ml, 41 .6 ml) were added at room temperature while stirring and the mixture was further stirred at 80°C for 24 hours. 
It was then cooled to room temperature, water (100 ml) was added and extraction was performed with ethyl acetate 
(80 m! x 2), and then after washing the combined organic layers with brine (100 ml) and drying over anhydrous mag- 
nesium sulfate, the solvent was distilled off under reduced pressure. The residue was purified by silica gel column 
chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (faint blue oil, 8.3 g, 83%). 
1 H-NMR(CDCI3)5(ppm) 

1.28(9H,s), 1.44(3H,t,J=7.0), 3.32(3H,s), 4.17(2H,q,J=7.0Hz), 4.69(2H,s), 7.27(1 H,s). 

(Step 14) fert-Butyl N-[(7-aminO'3-ethoxy-5H-pyrrolo[3,4-b]pyridin-2-yl)carbonyl]-N-methylcarbamate 

[0859] 




[0860] After dissolving the 1-[(6-{[(ferf-butoxycarbonyl)(methyl)amino]carbonyl}-2-cyano-5-ethoxy-3-pyridyl)me- 
thyl]-1 ,2-triazadien-2-ium (8.3 g, 23 mmol) in tetrahydrofuran (1 00 ml) and water (5 ml), PPh 3 (10.3 g, 39.1 mmol) was 
added while stirring on ice and the mixture was further stirred at room temperature for 90 minutes. The reaction mixture 
was concentrated under reduced pressure, and the residue was purified by silica gel column chromatography (solvent: 
ethyl acetate:methanol:27% aqueous ammonia = 3:1 :0.1) to yield the title compound (brown solid, 5.63 g, 73.5%). 
1 H-NMR(DMSO-d 6 )8(ppm) 

1.02(9H,s), 1.27(3H,t,J=7.0Hz),3.18(3H l s),4.11(2H,q,J=7.0Hz), 4.46(2H,s), 7.72(1H,s). 
(Example 22: Final step) 

[0861] Synthesis was performed in the same manner as the final step of Example 3 to yield the target compound as 

a yellow solid. 

1 H-NMR(DMSO-d 6 )5(ppm) 

1 .35(3H,t,J=7.0Hz), 1 .41 (1 8H,s), 2.77(3H,d,J=4.2Hz), 4.25(2H ) q,J=7.0Hz), 87(2H,s), 5.52(2H,s), 7.76(2H,s), 7.99(1 H, 
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s), 8.07(1 H,s), 8.53(1 H,brq,J=4.2Hz), 9.40(1 H.brs), 9.95(1 H.brs). 
MS:m/e(ESf)481.2(MH+) 

<Example 23> 

1-(3,5-Di-tert-butyl-9-hydroxy-ph 
hydrobromide 

[0862] 




(Step 1) 1-(fert-Butyl)-1,1-diphenylsilyl [(6-vinyl-3-pyridyl)methyl] ether 
[0863] 

^XA^OTBDPS 

[0864] After dissolving 1 -(terf-butyl)-l ,1 -diphenylsilyl [(6-chloro-3-pyridyl)methyl] ether (20 g, 52.3 mmol) in toluene 
(104 ml) and degassing the solution, tetrakis(triphenylphosphine)pailadium (3.0 g, 2.6 mmol) and tributylvinyltin (16.5 
ml, 56.5 mmol) were added under a nitrogen stream and the mixture was heated to reflux at 120°C for 7 hours. The 
reaction mixture was then cooled to room temperature and concentrated under reduced pressure, and the residue was 
purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (17.46 g) 
as a colorless oil. (89.3% yield) 
1 H-NMR(CDCI3)5(ppm) 

1.07(9H,s), 4.75(2H,s), 5.46(1 H,d,J=10Hz), 6.18(1H,d,J=20Hz) ( 6.82(1 H,dd,J=10Hz,J=20Hz), 7.31 (1 H,d,J=8.0Hz), 
7.35-7.45(6H,m), 7.62(1 H,d,J=8.0Hz), 7.66(4H,d,J=7.0Hz), 8.53(1 H.s). 

(Step 2) 1-(terf-Butyl)-1 ,1 -diphenylsilyl [(6-ethyl-3-pyridyl)methyl] ether 

[0865] 



OTBDPS 

[0866] After dissolving 1 -(terf-butyl)-l ,1 -diphenylsilyl [(6-vinyl-3-pyridyl)methyl] ether (8 g, 21 .4 mmol) in ethyl acetate 
(80 ml), 10% palladium-carbon (3 g) was added and the mixture was stirred at room temperature for 0.5 hour under a 
hydrogen stream. The reaction mixture was filtered through celite and concentrated. The title compound (7.81 g) was 
obtained as a light yellow oil. (97.1% yield) 
1 H-NMR(CDCI3)5(ppm) 

1.07(9H,s) t 1.31(3H,t,J=7.6Hz), 2.82(2H,q,J=7.6Hz), 4.74(2H,s), 7.12(1 H,d,J=8.0Hz), 7.34-7.48(6H,m), 7.55(1 H,d, 
J=8.0Hz), 7.67(4H,d,J=7.0Hz), 8.45(1 H,s). 
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(Step 3) (6-Ethyl-3-pyridyl)methanot 



[0867] 




OH 



[0868] After dissolving the 1 -(ferf-butyl)-l ,1 -diphenylsilyl [(6-ethyl-3-pyridyl)methyl] ether (7.81 g, 20.8 mmol) in tet- 
rahydrofuran (80 ml), TBAF (31 .2 ml, 31 .2 mmol) was added and the mixture was stirred at room temperature for 1 
hour. The reaction mixture was quenched with water and was extracted with ethyl acetate. After washing the extract 
with brine, it was dried over anhydrous sodium sulfate and filtered, the filtrate was concentrated under reduced pressure 
and the residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title 
compound (2.25 g) as a colorless oil. (78.8% yield) 
1 H-NMR(CDCI3)5(ppm) 

1.28(3H,t,J=7.6Hz), 2.31(1H,s), 2.81(2H,q,J=7.6Hz), 4.67(2H,s), 15(1H,d,J=8.0Hz), 7.63(1 H,d,J=8.0Hz), 8.46(1H,s). 
(Step 4) (6-Ethyl-3-pyridyl)methyl azide 



[0870] After dissolving (6-ethyl-3-pyridyl)methanol (2.25 g, 1 6.4 mmol) in toluene (25 ml), diphenylphosphoryl azide 
(4.2 ml, 19.6 mmol) and 1 ,8-diazabicyclo[5.4.0]undec-7-ene (2.9 ml, 19.6 mmol) were added while stirring on ice, and 
the mixture was further stirred at room temperature for 18 hours. Water was added for treatment and extraction was 
performed with ethyl acetate. The extract was washed with brine and then dried over sodium sulfate and filtered. The 
filtrate was concentrated under reduced pressure and the residue was purified by silica gel column chromatography 
(solvent: n-hexane-ethyl acetate) to yield the title compound (2.2 g) as a yellow oil. (84.5% yield) 
1 H-NMR(CDCI3)8(ppm) 

1.31(3H,t,J=7.6Hz), 2.84(2H,q,J=7.6Hz), 4.33(2H,s), 7.18(1 H,d.J=8.0Hz), 7.56(1 H,d,J=8.0Hz), 8.46(1H,s). 
(Step 5) 5-(Azidomethyl)-2-ethyl-1-pyridiniumolate 



[0872] After dissolving the (6-ethyl-3-pyridyl)methyl azide (2.24 g, 13.8 mmol) in methylene chloride (25 ml), m- 
chloroperbenzoic acid (3.7 g, 1 5 mmol) was added while stirring on ice, and the mixture was stirred at room temperature 
for 18 hours. Saturated aqueous sodium hydrogencarbonate was added for treatment and extraction was performed 
with methylene chloride. The extract was dried over sodium sulfate and filtered, the filtrate was concentrated under 
reduced pressure and the residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate 
= 1 :2 - ethyl acetate-methanol = 4:1). The title compound was obtained (2.16 g) as a light yellow oil. (87.6% yield) 
iH-NMR(CDCI3)6(ppm) 



[0869] 




[0871] 
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1.28(3H,t,J=7.6Hz), 2.92(2H,q,J=7.6Hz), 4.31 (2H,s), 7.17(1 H,d ) J=B.0H2), 7.24(1 H,d,J=8.0Hz), 8.23(1 H,s). 

(Step 6) 3-(Azidomethyl)-6-ethyl-2-pyridinecarbonitrile 

[0873] 




[0874] After dissolving 5-(azidomethyl)-2-ethyl-1-pyridiniumolate (2.1 6 g, 12.1 mmol) in acetonitrile (25 ml), 1.77 ml 
of trim ethy Is i ly t n it r i I e (1 3.3 mmol) and 1 .23 ml of dimethylcarbamoyl chloride (1 3.3 mmol) were added under a nitrogen 
stream and the mixture was stirred at room temperature for 66 hours. Saturated aqueous sodium hydrogencarbonate 
was added for treatment and extraction was performed with ethyl acetate. The extract was dried over anhydrous sodium 
sulfate, the filtrate was concentrated under reduced pressure and the residue was purified by silica gel column chro- 
matography (solvent: n-hexane-ethyl acetate) to yield the title compound (2.05 g) as a colorless oil. (90.4% yield) 
1 H-NMR(CDCI3)5(ppm) 

1.31(3H,t,J=7.6Hz), 2.87(2H,q,J=7.6Hz), 4.62(2H,s), 7.41 (1 H ( d,J=8.0Hz), 7.77(1 H,d t J=:8.0Hz). 

(Step 7) 2-Ethyl-5H-pyirolo[3,4-b]pyridine-7-amine 

[0875] 




[0876] After dissolving 3-(azidomethyl)-6-ethyl-2-pyridinecarbonitrile (1 .0 g, 5.34 mmol) in tetrahydrofuran (16 ml)- 
water (0.8 ml), triphenylphosphine (2.1 g, 8.01 mmol) was added while stirring on ice, and the mixture was further 
stirred at room temperature for 2.0 hours. The reaction mixture was concentrated under reduced pressure and the 
residue was purified by silica gel column chromatography (solvent: ethyl acetate, ethyl acetate :methanol = 4:1, ethyl 
acetate:methanol: aqueous ammonia = 2:1:0.1 in this order). The title compound (0.769 g) was obtained as a light 
green substance. (89.3% yield) 
1 H-NMR(CDCI3)5(ppm) 

1.33(3H,t,J=7.6Hz) l 2.89(2H,q,J=7.6Hz), 4.47(2H,br), 4.56(2H,s), 16(1H,d,J=8.0Hz), 7.73(1 H,d,J=8.0Hz). 
(Example 23: Final step) 

[0877] Synthesis was performed in the same manner as the final step of Example 3 to yield the target compound as 

a yellow solid. 

1 H«NMR(DMSO-d6)5(ppm) 

1.31(3H,t,J=7.6Hz), 1.42(18H,s), 2.94(2H jq ,J=7.6Hz), 4.85(2H,s), 5.56(2H,s), 7.73(1 H,d,J=8.0Hz), 7.77(2H,s), 8.18 

(1H,d,J=8.0Hz), 9.85(1 H,s). 

MS:m/e(ESI)408.2(MH+) 
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<Example 24> 

2-(2-Cyclopropyl-7-imino-5,7-dihydro-pyrrolo[3,4-b^^ 
ethanone hydrobromide 

[0878] 




(Step 1 ) 1-(fe/f-Butyl)-1 ,1-diphenylsilyl [(6 -cyclopropyl-3-pyridyl) methyl] ether 
[0879] 




[0880] The following procedure was carried out to prepare 1 .0 M cyclopropylmagnesium bromide. One third of a 
solution of cyclopropyi bromide (2.1 ml, 26 mmol) in anhydrous tetrahydrofuran (24 ml) was added all at once to mag- 
nesium (0.64 g, 26 mmol atom) prior to vigorous heating to reflux. The remaining two thirds of the solution was slowly 
added dropwise over a period of 1 5 minutes, and the reaction mixture was stirred for 30 minutes while heating to reflux. 
This was cooled to room temperature and used for the following reaction. 

[0881 ] NiCI 2 (dppf) 2 (0.45 g, 0.66 mmol) was added to a solution of 1 -(fert-butyl)-l , 1 -diphenylsilyl [(6-chloro-3-pyridyl) 
methyl] ether (5.0 g, 13 mmol) in tetrahydrofuran (26 ml) at room temperature, after which 1 .0 M cyclopropylmagnesium 
bromide (16 ml) was slowly added dropwise and stirring was continued at room temperature for 5.5 hours. Next, 1 .0 
M cyclopropylmagnesium bromide (10 ml) was slowly added dropwise over a period of 1.5 hours and stirring was 
continued for 15 hours. Saturated aqueous NH 4 CI was added, and then the mixture was stirred for 3 hours and filtered 
through celite and extraction was performed with ethyl acetate. After drying with anhydrous magnesium sulfate, the 
solvent was distilled off under reduced pressure and the residue was purified by silica gel column chromatography 
(solvent: n-hexane-ethyl acetate) to yield the title compound (1 .3 g) as a mixture with impurities. This product was used 
without further purification for the following reaction. 
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(Step 2) (6-Cyclopropyl-3-pyridyl)methanol 



[0882] 




OH 



[0883] After adding 1 .0 M tetra n-butylammonium f luoride-tetrahydrofuran (3.7 ml, 3.7 mmol) to a solution of 1 -(tert- 
butyl)-1 ,1 -diphenylsilyl [(6-cyclopropyl-3-pyridyl) methyl] ether (1.3 g) in tetrahydrofuran (7 ml) dropwise while cooling 
on ice, the mixture was stirred for 1 hour. After confirming completion of the reaction by thin layer chromatography, the 
solvent was distilled off under reduced pressure and the obtained residue was purified by silica gel column chroma- 
tography (solvent: n-hexane-ethyl acetate) to yield the title compound (283 mg, two steps, 14%) as a colorless oil. 
1 H-NMR(CDCI3)5(ppm) 

0.88-1 .07(4H.m), 1 .80-1 .95(1 H.m), 1 .99-2.09(1 Km), 4.65(2H.s), 7. 1 1 (1 H.d.J=8.0Hz), 7.56(1 H.brd.J=8.0Hz), 8.39(1 H. 
brs). 

(Step 3) (6-Cyclopropyl-3-pyridyl)methyl azide 



[0885] Diphenylphosphoryl azide (0.49 ml, 2.3 mmol) and 1 ,8-diazabicyclo[5.4.0]undec-7-ene (0.34 ml, 2.3 mmol) 
were added dropwise in that order at room temperature to a solution of (6-cyclopropyl-3-pyridyl)methanol (283 mg, 
1 .90 mmol) in toluene (4 ml) and the mixture was stirred for 3 hours. After confirming completion of the reaction by thin 
layer chromatography, it was diluted with ethyl acetate and washed with water and brine. Drying was performed with 
anhydrous magnesium sulfate, the solvent was distilled off under reduced pressure and the residue was purified by 
silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (330 mg, quant.) as a 
colorless oil. 
1 H-NMR(CDCI3)5(ppm) 

0.80-1 .20(4H.s), 1 .95-2.1 1 (1 H.m), 4.30(2H.s), 7.1 5(1 H.d J=8.0Hz), 7.50(1 H.dd.J=8.0and2.4Hz), 8.38(1 H.d.J=2.4Hz). 



[0884] 




154 



EP 1 391 451 A1 

(Step 4) 5-(Azidomethyl)-2-cyclopropyl-1 -pyridinium oxide 
[0886] 




[0887] After adding 75% m-chloroperbenzoic acid (560 mg, 2.27 mmol) to a solution of (6-cyclopropyl-3-pyridyl) 
methyl azide (330 mg, 1.89 mmol) in methylene chloride (4 ml) while cooling on ice, the mixture was stirred for 17 
hours while gradually raising the temperature to room temperature. After confirming completion of the reaction by thin 
layer chromatography, the reaction mixture was directly purified by silica gel column chromatography to yield the title 
compound (227 mg, 63%) as a colorless oil from the ethyl acetate-methanol (10:1) elution fraction. 
iH-NMR(CDCI3)5(ppm) 

0.71 -0.89(2H.m), 1.11-1 .31 (2H.m), 2.63-2.80(1 H.m), 4.30(2H.s), 6.87(1 H.d.J=8.0Hz), 7.11 (1 H.brd.J=8.0Hz), 8.26(1 H. 
brs). 

(Step 5) 3-(Azidomethyl)-6-cyclopropyl-2-pyridinecarbonitrile 



[0889] Trimethylsilyl cyanide (0.19 ml, 1 .4 mmol) and dimethylcarbamyl chloride (0.13 ml, 1 .4 mmol) were added in 
that order at room temperature to a solution of 5-(azidomethyl)-2-cyclopropyl-1 -pyridinium oxide (227 mg, 1 .1 9 mmol) 
in acetonitrile (4 ml), and the mixture was stirred at room temperature for 95 hours. After confirming completion of the 
reaction by thin layer chromatography, saturated aqueous sodium hydro gen carbon ate was added and the mixture was 
stirred for 10 minutes. The reaction mixture was diluted with ethyl acetate, the aqueous layer was separated and 
extraction was performed with ethyl acetate. The collected organic layer was washed with water and brine and dried 
over anhydrous magnesium sulfate. The solvent was distilled off and the residue was purified by silica gel column 
chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (230 mg, 97%). 
iH-NMR(CDCI3)5(ppm) 

1.00-1.20(4H.m), 2.00-2.15(1 H.m), 4.58(2H.s), 7.38(1 H.d.J=8.4Hz), 7.67(1 H.d.J=8.4Hz). 



[0888] 
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(Step 6) Synthesis of 2-Cyclopropyl-5H-pyrrolo[3 t 4-b]pyridine-7-amine 



[0890] 




NH 2 



N 



[0891] Triphenylphosphine (365 mg, 1 .39 mmol) was added at room temperature to a solution of the 3-(azidomethyl)- 
6-cyclopropyl-2-pyridinecarbonitriIe (230 mg, 1.15 mmol) in a tetrahydrofuran (4 ml)-H 2 0 (0.2 ml) mixed solvent and 
the mixture was stirred for 3 hours. The solvent was distilled off under reduced pressure and the residue was purified 
by silica gel column chromatography, to yield the title compound (180 mg, 90%) as a white amorphous solid from the 
ethyl acetate-methanol-29% NH 3 (aq) (30:10:1) elution fraction. 
1 H-NMR(CDCI3)5(ppm) 

0.85-1. 12(4H.m), 2.1 0-2.27(1 H.m), 4.38(2H.s), 6.19(brs), 7.23(1 H.d.J=8.0Hz), 7.79(1 H.d.J=8.0Hz). 
(Example 24: Final step) 

[0892] A solution of the 2-cyclopropyl-5H-pyrrolo[3,4-b]pyridine-7-amine (100 mg, 0.557 mmol) and 2-bromo- 

1- [3,5-di(terf-butyl)-4-hydroxyphenyl]-1-ethanone (227 mg, 0.694 mmol) in dimethylformamide (5 ml) was stirred at 
room temperature for 1 7 hours. The solvent was distilled off under reduced pressure and the residue was crystallized 
from ethyl acetate to yield the target compound (210 mg, 73%) as a colorless amorphous solid. 
iH-NMR(DMSO-d 6 )5(ppm) 

1.03-1.12(4H.m), 1.41(18H.s), 2.26-2.36(1 H.m), 4.81 (2H.s), 5.53(2H.s), 7.71 (1 H.d.J=8.0Hz), 7.76(2H.s), 8.09(1 H.d. 

J=8.0Hz), 9.63(1 H.brs). 

MS:m/e(ESI)420.2(MH+) 

<Example 25> 

2- [2-(8-tertButyl-3-oxo-3,4-dihydro-2H-benz 
isoindole-5-carboxylic acid methylamide hydrobromide 



[0893] 




0 
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(Step 1 ) 1 -[3-Amino-5-(tert-butyl)-4-hydroxyphenylH -ethanone 
[0894] 



10 




15 [0895] After adding 1 0% palladium-carbon (50% wet) (1 00 mg) to a solution of 1 -[3-(tert-butyl)-4-hydroxy-5-nitroph- 
enyl]-1 -ethanone (1 .00 g, 4.22 mmol) in ethyl acetate (10 ml) at room temperature, the mixture was hydrogenated for 
3 hours under normal pressure. The 1 0% palladium-carbon was then filtered through celite and the solvent was distilled 
off under reduced pressure. The residue was subjected to silica gel chromatography (Wakogel-C200, 10 g) to yield 
the title compound (627 mg, 71.8% yield) as a light red powder from the ethyl acetate-hexane (1:4—1:3) fraction. 

20 1 H-NMR(CDCI3)5(ppm) 

1.36(9H,s), 2.42(3H,s), 6.10(2H,s). 7.17(1 H,d,J=2.4Hz), 7.21 (1 H,d,J=2.4Hz). 

(Step 2) e-Acetyl-S-tferf-butyQ-S^-dihydro^H-l^-benzoxazin'S-one 

25 [0896] 



30 



35 




[0897] Chloroacetyl chloride (0.14 ml, 1 .76 mmol) was added at room temperature to a solution of the 1-[3-amino- 
5-(fe/T-butyl)-4-hydroxyphenyl]-1 -ethanone (300 mg, 1.45 mmol) in a methylene chloride (3 ml)-saturated aqueous 

40 sodium hydrogencarbonate (3 ml) mixed solvent, and the resultant mixture was stirred for 30 minutes. After adding 
ethyl acetate to the reaction mixture for separation, the organic layer was washed with brine. After drying over anhydrous 
magnesium sulfate, the solvent was distilled off under reduced pressure. The residue was dissolved in dimethylforma- 
mide (6 ml), potassium carbonate (401 mg, 2.90 mmol) was added and the mixture was stirred at 70°C for 7 hours 
under a nitrogen atmosphere. The solvent was distilled off under reduced pressure, and then ethyl acetate was added 

45 to the residue and the mixture was washed with water and brine in that order. After drying over anhydrous magnesium 
sulfate, the solvent was distilled off under reduced pressure. The residue was subjected to silica gel chromatography 
(Wakogel-C200, 7 g), and the fraction containing the target compound was obtained from the ethyl acetate-toluene (1 : 
9- 1 :6) fractions and crystallized from diethyl ether-diisopropyl ether to yield the title compound (1 02 mg, 28.5% yield) 
as yellow ochre crystals. 

so 1 H-NMR(CDCI3)5(ppm) 

1 .36(9H,s), 2.51 (3H.S), 4.65(2H,s), 7.40(1 H,d,J=2.0), 7.51 (1 H,d,J=2.0Hz), 1 0.80(1 H,s). 



55 
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(Step 3) 6-(2-Bromoacetyl)-8-(ferf-butyl)'3,4-dihydro-2H-1 t 4-benzoxazin-3-one 



[0898] 



Br 




0 



[0899] Tetra-n-butylammonium tribromide (64 mg, 0.1 3 mmol) was added to a solution of the 6-acetyl-8-(terf-butyl)- 
3,4-dihydro-2H-1,4-benzoxazin-3-one (30 mg, 0.12 mmol) in a methylene chloride (0.4 ml)-methanol (0.1 ml) mixed 
solvent under a nitrogen atmosphere, and the mixture was stirred at room temperature for 3 hours. After distilling off 
the solvent under reduced pressure, the residue was subjected to silica gel chromatography (Wakogel-C200, 1 g) to 
yield the title compound (36 mg, 91% yield) as light yellow needle-like crystals from the chloroform fraction. 
1H-NMR(CDCI3)8(ppm) 

1.38(9H,s), 4.68(2H,s), 4.85(2H,s), 7.43(1 H,d,J=2.0Hz), 7.56(1 H,d,J=2.0Hz), 1 0.85(1 H,s). 
(Example 25: Final step) 

[0900] A solution of 3-amino-6-ethoxy-1H-5-isoindolecarboxamide (72 mg, 0.31 mmol) and the 6-(2-bromoacetyl)- 
8-(terf-butyl)-3,4-dihydro-2H-1,4-benzoxazin-3-one (200 mg, 0.61 mmol) in dimethylformamide (1 ml) was stirred at 
70°C for 4 hours under a nitrogen atmosphere. The solvent was distilled off under reduced pressure, the residue was 
subjected to silica gel chromatography (NAM-200H, 5 g), and the fraction containing the target compound was obtained 
from the 5% methanol-chloroform~10% methanol -chloroform fractions and recrystallized from acetonitrile-methanol 
to yield the target compound (87 mg, 50% yield) as light red crystals. 
1 H-NMR(DMSO-d6)S(ppm) 

39(9H,S), 1.43(3H,t,J=6.8Hz), 2.84(3H,d,J=4,4Hz), 4.30(2H,q,J=6.8Hz), 4.72(2H,s), 4.86(2H,s), 5.47(2H,s), 7.44(1 H, 
d,J=2.0Hz), 7.56(2H,s), 8.22(1 H,q,J=4.4Hz), 8.58(1 H,s), 9.20(1 H,s), 9.86(1 H,s), 10.95(1 H,s). 

<Example 26> 

1-(3-tert-Butyl-5-isopropylamino-4-metho 
ethanone hydrobromide 



[0901] 




\ 



N 
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(Step 1 ) 1 '[3-(re/t-Butyl)-5-(isopropylamino)-4-methoxyphenyl]-1 -ethanone 
[0902] 




[0903] Trimethy! orthoformate (20 ml), p-toluenesulfonic acid (0.5 g, 1 .9 mmol) and 3A-molecuiar sieves (4 g) were 
added to a solution of 1-[3-amino-5-(rert-butyl)-4-methoxyphenyl]-1 -ethanone (4 g, 19 mmol) in methanol (20 ml) and 
the mixture was stirred at room temperature for 13 hours. The reaction mixture was filtered through celite and the 
solvent was distilled off under reduced pressure. Ethyl acetate was added to the residue, the mixture was washed with 
brine, and the organic layer was dried over anhydrous magnesium sulfate. The solvent was distilled off under reduced 
pressure to yield 5.2 g of 3-(terf-butyl)-5-(1 ,1-dimethoxyethyl)-2-methoxyaniline as a crude product. Acetone (1 .7 ml, 
22 mmol), acetic acid (3.2 ml, 56 mmol) and 3A-molecular sieves (2 g) were added to a solution of the compound (5.2 
g, 1 9 mmol) in methanol (6 ml) and the mixture was stirred at room temperature for 3 hours. Sodium cyanoborohydride 
(1.1 g, 17 mmol) was added to the reaction mixture prior to stirring at room temperature for 2 hours. Ethyl acetate was 
added to the reaction mixture, washing was performed with saturated sodium hydrogencarbonate water and brine in 
that order, and the organic layer was dried over anhydrous magnesium sulfate. The solvent was distilled off under 
reduced pressure and then the residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl 
acetate) to yield the title compound (1 .0 g) as a light yellow oil. 
1H-NMR(CDCI3)S(ppm) 

1 .25(6H,d,J=6.4Hz), 1 .40(9H,s), 2.56(3H,s), 3.60-3.72(1 H,m), 3.77(3H,s), 7.1 7(1 H,d,J=2.0Hz), 7.31 (1 H,d,J=2.0Hz). 

(Step 2) 2-Bromo-1-[3-(fert-butyl)-5-(isopropylamino)-4-methoxyphenyl]-1 -ethanone 

[0904] 




[0905] Triethylamine (0.63 ml, 4.5 mmol) and terf-butyl dimethylsilyltrifluoromethanesulfonate (0.6 g, 2.3 mmol) were 
added to a solution of the 1-[3-(rerf-butyl)-5-(isopropylamino)-4-methoxyphenyl]-1 -ethanone (0.4 g, 1 .5 mmol) in tet- 
rahydrofuran (50 ml) while cooling on ice and the mixture was stirred at the same temperature for 30 minutes, after 
which N-bromosuccinimide (0.53 g, 3.0 mmol) was added and stirring was continued for 30 minutes. Ethyl acetate was 
added to the reaction mixture, the mixture was washed with brine and the organic layer was dried over anhydrous 
magnesium sulfate. After distilling off the solvent under reduced pressure, the residue was purified by silica gel column 
chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (410 mg) as a light yellow oil. 
1H-NMR(CDCI3)6(ppm) 

1 .26(6H,d,J=6.4Hz), 1 .40(9H,s), 3.30-3.37(1 H,m), 3.78(3H,s), 4.42(2H,s), 7.1 8(1 H,d,J=2.0Hz), 7.34(1 H,d,J=2.0Hz). 
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(Example 26: Final step) 

[0906] Synthesis was performed in the same manner as the final step of Example 3 to yield the target compound as 

a yellow solid. 

1 H-NMR(DMSO-d6)5(ppm) 

1.1 9(6H,d,J=6.4Hz) l 1 .29(3H,t f J=7.2Hz), 1.36(9H,s), 1.40(3H,t,J=7.2Hz), 3.60-3.76(1 H,m), 3.71 (3H, s) , 4.11(2H,q, 
J=7.2Hz), 4.21(2H,q,J=7.2Hz), 78 (2H, s) , 4.89(1 H.d^S^Hz), 5.45(2H,s), 7.13(1H,s), 7.20(1H,s), 7.33(1H,s). 

<Example 27> 

l-tS-terf-Butyl-S-ethoxy^-hydroxy-phenyQ^-tS.e-diethoxy^-fluoro-l-imino-l^-dihydro-isoindol^ 
hydrobromide 

[0907] 




(Step 1 ) 1 -(tert-Butyl)-2-(methoxymethoxy)benzene 
[0908] 




[0909] Sodium hydride (214 g, 4.90 mol) and chloromethyl methyl ether (394 g, 4.90) were gradually added to a 
solution of 2-tert-butylphenol (700 g, 4.67 mol) in dimethylformamide (3000 ml) while cooling on ice and the mixture 
was stirred at 0°C for 2 hours. The reaction mixture was poured into ice water and extracted with ethyl acetate, and 
then the organic layer was washed with water and brine in that order and dried over anhydrous magnesium sulfate. 
The organic layer was concentrated under reduced pressure and the residue was purified by silica gel column chro- 
matography (solvent: n-hexane-ethyl acetate) to yield the title compound (1013 g) as a light yellow oil. 
1H-NMR(CDCI3)8(ppm) 

1.42(9H,s), 3.52 (3H, s), 5.24(2H,s), 6. 94 (1 H,t,J=8.2Hz), 7.11 (1 H.d.J^^Hz), 7.14(1 H,t,J=8.2Hz), 7.31 (d.lH, 
J=8.2Hz). 
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(Step 2) 3-(fert-Butyl)-2-(methoxymethoxy)benzaldehyde 
[0910] 




[091 1] A 2.6 M hexane solution of n-BuLi was gradually added to a solution of the 1 -(te/t-butyl)-2-(methoxymethoxy) 
benzene (1013 g, 4.67 mol) and tetramethylethylenediamine (754 g, 6.5 ml) in dry ether while cooling on ice, and the 
mixture was stirred at room temperature for 3 hours. After recooling to 0°C, dimethylformamide (1000 ml, 1 4 mol) was 
gradually added and the mixture was stirred at room temperature for 1 hour. The reaction mixture was gradually added 
to ice water, extraction was performed with ethyl acetate, and the organic layer was washed with water andbrineand 
then dried over anhydrous magnesium sulfate. The organic layer was concentrated under reduced pressure to yield 
a crude product of the title compound (1 247 g) as a red oil. 
1H-NMR(CDCI3)5(ppm) 

1.43(9H,s), 3.64(3H,s), 5.03(2H,s), 7.17(1 H,t,J=8.2Hz), 7.59(1 H,d,J=8 .2Hz), 7.64(1 H,d,J=8.2Hz), 1 0.23(1 H,s). 

(Step 3) 5-Bromo-3-(tert-butyl)-2-hydroxybenzaldehyde 

[0912] 




[0913] Bromine (747 g) was gradually added to a solution of the 3-(ferf-butyl)-2-(methoxymethoxy)benzaldehyde 
(1247 g, 4.67 mol) in methanol (4000 ml) while cooling on ice. After stirring at 20°C for 1 hour, the solvent was distilled 
off under reduced pressure, ethyl acetate was added to the residue, the mixture was washed with water, saturated 
sodium aqueous hydrogencarbonate and brine in that order and the organic layer was dried over anhydrous magnesium 
sulfate. The organic layer was concentrated under reduced pressure to yield a crude product of the title compound 
(1333 g) as a red oil. 
1H-NMR(CDCI3)5(ppm) 

1.42(9H,s), 3.62(3H,s), 5.03(2H,s), 7.64(1H,s), 7.81(1H,s), 10.12(1H,s). 
(Step 4) 5-Bromo-3-(te^butyl)-2-(methoxvmethoxy)benzaldehyde 
[0914] 
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[0915] l-PrNEt 2 (834 g, 6.46 g) and chloromethyl methyl ether (451 g, 5.60 mol) were gradually added to a solution 
of the 5-bromo-3-(fe/?-butyl)-2-hydroxybenzaldehyde (1333 g, 4.67 mol) in methylene chloride (4000 ml) while cooling 
on ice, and the mixture was stirred at room temperature for 2 days. After first distilling off the solvent under reduced 
pressure, ethyl acetate was added to the residue, washing was performed twice with brine, the organic layer was dried 
over anhydrous magnesium sulfate and concentrated under reduced pressure, and the residue was purified by silica 
gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (1 338 g) as a light yellow oil. 
1H-NMR(CDCI3)8(ppm) 

40(9H,s), 3.61(3H,S), 5.02(2H,s), 7.67(1H,s), 7.82(1H,s), 10.13(1H,s). 
(Step 5) 5-Bromo-3-(tertbutyl)-2-(methoxymethoxy)phenol 



[0917] After adding 70% mCPBA (25 g) to a solution of 5-bromo-3-(ferf-butyl)-2-(methoxymethoxy)benzaldehyde 
(30 g, 97 mmol) in methylene chloride (200 ml), the mixture was stirred at 50°C for 2 hours. The organic layer was 
washed with a saturated sodium thiosulfate solution and saturated sodium hydrogencarbonate solution and then dried 
over anhydrous magnesium sulfate. After distilling off the solvent under reduced pressure, the residue was purified by 
silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (1 7 g) as a light yellow oil. 
1H-NMR(CDCI3)5(ppm) 

1.30(9H,s), 3.68(3H,s), 4.96(2H,s), 6.88(1 H,s), 7.02(1 H,s), 8.21 (1H,s). 
(Step 6) 5-Bromo-1-(ferf-butyl)-3-ethoxy-2-(methoxymethoxy)benzene 



[0919] Cesium carbonate (1 0.05 g, 30.9 mmol) and Etl (2.58 ml, 32.2 mmol) were added to a solution of the 5-bromo- 
3-(tert-butyl)-2-(methoxymethoxy)phenol (7.76 g, 26.8 mmol) in acetonitrile and the mixture was stirred at room tem- 
perature for 3 hours. Ethyl acetate was added and the reaction mixture was washed with water and brine in that order. 
The organic layer was dried over anhydrous magnesium sulfate and then the residue was purified by silica gel column 
chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (6.5 g) as a yellow oil. 
1H-NMR(CDCI3)5(ppm) 

1.39(9H,s), 1.45(3H,t,J=7.2Hz), 3.64{3H,s), 4.00(2H,q,J=7.2Hz). 5.16(2H,s), 6.91(1 H,d,J=2.4Hz), 7.04(1H,d, 
J=2.4Hz). 



[0916] 




[0918] 
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(Step 7) 1 -[3-(tert-Butyl)-5-ethoxy-4-hydroxyphenyl]-1 -ethanone 
[0920] 

5 



10 




15 [0921] Tributyl(1-ethoxyvinyl)tin (7.77 g, 21 .52 mmol) and Pd(PPh 3 ) 4 (1 .18 g, 1 .02 mmol) were added to a solution 
of the 5-bromo-1 -(tert-butyl)-3-ethoxy-2-(methoxymethoxy)benzene (6.5 g, 20.4 mmol) in toluene (68 ml) and the mix- 
ture was stirred at 1 00° C for 1 8 hours. The reaction mixture was cooled to room temperature, ethyl acetate was added, 
the mixture was washed with 20% aqueous KF and filtered through celite, and the organic layer was dried over anhy- 
drous magnesium sulfate and concentrated under reduced pressure. A 1 N HCI aqueous solution (15 ml) was added 

20 to a solution of the residue in methanol (80 ml), and the mixture was stirred at room temperature for 2 hours. Saturated 
sodium hydrogencarbonate solution was added to be basic and extraction was performed with ethyl acetate. The 
organic layer was dried over anhydrous magnesium sulfate and concentrated under reduced pressure, and the residue 
was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (3.17 
g) as colorless crystals. 

25 1 H-NMR(CDCI3)5(ppm) 

1.43<9H,s), 1.48(3H,t,J=7.2Hz), 2.56(3H,s), 4.18(2H,q,J=7.2Hz), 6.54(S,1H,), 7.40(1H,s), 7.57(1H,s). 

(Step 8) 2-Bromo-1 -[3- ( terf- b uty I) -5 -ethoxy-4-hydroxypheny I] -1 -ethanone 

30 [0922] 



35 



40 




[0923] Tetra-n-butylammonium tribromide (321 mg, 0.666 mmol) was added to a solution of the 1-[3-(ferf-butyl)- 
45 5-ethoxy-4-hydroxyphenyl]-1 -ethanone (150 mg, 0.635 mmol) in methylene chloride-methanol (4 ml:1 ml) and the mix- 
ture was stirred at room temperature for 8 hours. After distilling off the solvent under reduced pressure, the residue 
was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (60 mg) 
as colorless crystals. 
1H-NMR(CDCI3)5(ppm) 

50 1.43(9H,s), 1.49(3H,t,J=7.2Hz), 4.19(2H,q,J=7.2Hz), 4.41(2H,s), 6.63(1H,s), 7.42(1 H,d,J=2.0Hz), 7.60(1H,d, 
J=2.0Hz). 

(Example 27: Final step) 

55 [0924] A solution of the 2-bromo-1 -[3-(terf-butyl)-5-ethoxy-4-hydroxyphenyl]-1 -ethanone (55 mg, 0.1 74 mmol) and 
5,6-diethoxy-4-fluoro-1 H-3-isoindoleamine (40 mg, 0.1 66 mmol) in dimethylform amide was stirred at room temperature 
for 7 hours. The solvent was distilled off under reduced pressure and the residue was purified by NAM silica gel (ethyl 
acetate:methanol) to yield the target compound (62 mg) as colorless crystals. 
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1 H-NMR(DMSO-d6)5(ppm) 

1 .29(3H,t,J=7.0Hz) t 1 .36-1 .41 (15H,m), 4.08-4. 15(4H,m) l 4.21 (2H,q,J=7.0Hz), 4.78(2H,s), 5.44(2H,s), 7.33(1 H,s) 7.42 

(1H,s), 7.50(1 H,s), 9.00(1 H.brs), 9.30(1 H,brs), 9.44(1 H,brs). 

MS:m/e(ESI)473.2(MH+) 

<Example 28> 

1-(3-tert-Butyl-5-ethoxy-4-methoxy-phenyl)-2-(5^^ 
hydrobromide 

[0925] 




(Step 1 ) 2-Bromo-1 -[3-(terf-butyl)-5-ethoxy-4-methoxyphenyl]-1 -ethanone 
[0926] 




[0927] Cesium carbonate (662 mg, 2.03 mmol) and methyl iodide (0.14 ml, 2.20 mmol) were added to a solution of 
1 -[3-(te^butyl)-5-ethoxy-4-hydroxyphenyl]-1 -ethanone (400 mg, 1 .69 mmol) In acetonitrile and the mixture was stirred 
at room temperature for 1 0 hours. Water was added to the reaction mixture, extraction was performed with ethyl acetate, 
the organic layer was washed with brine and dried over anhydrous magnesium sulfate, and the solvent was distilled 
off under reduced pressure. Tetra-n-butylammonium tribromide (841 mg, 1.74 mmol) was added to a solution of the 
residue in methylene chloride-methanol (8 ml:2 ml) and the mixture was stirred at room temperature for 8 hours. After 
distilling off the solvent under reduced pressure, the residue was purified by silica gel column chromatography (solvent: 
n-hexane-ethyl acetate) to yield the title compound (491 mg) as a colorless oil. 
1H-NMR(CDCI3)8(ppm) 

1.40(9H,s), 1.50(3H,t,J=7.2Hz), 3.97(3H,s), 4.12(2H,q,J=7.2Hz), 4.42(2H,s), 7.46(1 H,d,J=2.0Hz), 7.59(1 H.d, 
J=2.0Hz). 

(Example 28: Final step) 

[0928] A solution of 2-bromo-1 -[3-(ferf-butyl)-5-ethoxy-4-methoxyphenyl]-1 -ethanone (52 mg, 0.159 mmol) and 
5,6-diethoxy-4-fluoro-1 H-3-isoindoleamine (33 mg, 0.139 mmol) in dimethylformamide was stirred at room temperature 
for 12 hours. After distilling off the solvent under reduced pressure, the residue was purified by NAM silica gel (meth- 
ylene chloride-methanol) to yield the target compound (40.6 mg) as iight orange crystals. 
1 H-NMR(DMSO-d6)6(ppm) 

1.29(3H,t,J=7.2Hz), 1.36(9H,S), 1.38-1.43 (6H,m), 3.89(3H,s), 4.08-4.24(6H,m), 4.79(2H,s), 5.48(2H,s), 7.33(1 H,s), 
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7.51(2H,d,J=5.2Hz), 9.03(1 H,brs), 9.26(1 H.brs). 
MS:m/e(ESI)487.2(MH+) 

<Example29> 

2-tert-butyl-4-[2-(5,6-diethoxy-7-fluoro-1-im^ ethylcarbamate 
hydrobromide 

[0929] 



F NH. HBr v / 



{ 



\ H 

0 0 v 



(Step 1 ) 4-(2-Bromoacetyl)-2-(terf-butyl)-6-ethoxyphenyl N-ethylcarbamate 
[0930] 

Br-x /={ 0 

0 N-\ 
0—\ H 

[0931] Triethylamine (0.02 ml, 0.130 mmol) and ethyl isocyanate (0.053 ml, 0.677' ml) were added to a solution of 
1-[3-(terf-butyl)-5-ethoxy-4-hydroxyphenyl]-1 -ethanone (100 mg, 0.423 mmol) in methylene chloride (4.2 ml) and the 
mixture was stirred at room temperature for 2 days. Ethyl acetate was added, and then the reaction mixture was washed 
with water, the organic layer was dried over anhydrous magnesium sulfate and the solvent was distilled off under 
reduced pressure. Tetra-n-butylammonium tribromide (214 mg, 444 mmol) was added to a solution of the residue in 
methylene chloride-methanol (5 ml:1 .2 ml) and the mixture was stirred at room temperature for 8 hours. After distilling 
off the solvent under reduced pressure, the residue was purified by silica gel column chromatography (solvent: n- 
hexane-ethyl acetate) to yield the title compound (142 mg) as colorless crystals. 
1H-NMR(CDCI3)5(ppm) 

(Example 29: Final step) 

[0932] Synthesis was performed in the same manner as the final step of Example 3 to yield the target compound as 

a yellow solid. 

1 H-NMR(DMSO-d6)8(ppm) 

1.08(3H,t,J=7.0Hz), 1.27-1.33(15H,m), 1 .40(3H,t,J=6.8Hz), 3.06-3. 14(2H,m), 4.03-4.1 4(4H,m), 4.21 (2H,q,J=7.0Hz), 
4.80(2H,s), 5.50(2H,S), 7.34(1 H,s), 7.51 (1 H,s), 7.55(1 H.s), 7.86(1 H,t,J=4.8Hz) > 9.02(1 H,brs), 9.33(1 H,brs). 
MS:m/e(ESl)544.3(MH+) 
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<Example 30> 

2-(5,6-Diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-ylH -[3-dimethylamino-4-methoxy-5-(1 -methoxy-1 -methyl- 
ethyl)-phenyl]-ethanone hydrobromide 

[0933] 




N— 

/ 



(Step 1 ) N-[5-Bromo-2-methoxy-3-(1 -methoxy-1 -methylethyl)phenyl]-N,N-dimethylamine 



[0934] 




Br 



[0935] After dissolving 2-[5-bromo-3-(dimethylamino)-2-methoxyphenyl]-2-propanol (410 mg) in 100 ml_ of metha- 
nol-hydrochloric acid, the solution was heated to reflux for 14 hours. The reaction mixture was cooled to room temper- 
ature, saturated aqueous sodium hydrogencarbonate was added for neutralization, water was added and extraction 
was performed with ethyl acetate. The organic layer was washed with brine and then dried over anhydrous magnesium 
sulfate. After distilling off the solvent under reduced pressure, the residue was purified by silica gel column chroma- 
tography (solvent: n-hexane-ethyl acetate) to yield the title compound (370 mg) as an oil. 
1 H-NMR(CDCI 3 ) 

5: 1 .57(3H, s), 1.60(3H, s), 2.77(6H, s), 3.40(3H, s), 3.77(3H, s), 6.95(1 H, d, J=2Hz), 7.1 6(1 H, d, J=2Hz). 
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(Step 2) 2-Bromo-1 -[3-(dimethylamino)-4-methoxy-5-(1 -methoxy-1 -methylethyl)phenyl]-1 -ethanone 



[0936] 



\ 



/ 



N 




Br 



[0937] Synthesis was performed in the same manner as Step 7 of Example 8 to yield the title compound as a light 

yellow solid. 

1 H-NMR(CDCI 3 ) 

5: 1.60(6H, s), 2.80(6H, s), 3.23(3H, s), 3.86(3H, s), 4.42(2H, s), 7.52(1 H, d, J=2Hz), 7.72(1 H, d, J=2Hz). 

(Example 30: Final step) 

[0938] 1 H-NMR(DMSO-d6)5(ppm) 

1.29(3H,t l J=7Hz), 1.40(3H,t,J=7Hz), 1.53(6H,s), 2.76(6H,s), 3.16(3H,s), 3.80(3H,s), 4.12(2H,q,J=7Hz), 4.21(2H,q, 
J=7Hz), 4.80(2H,s) 1 5.49(2H,s), 7.34(1 H,br.s),7.46(1 H,br.s), 7.67(1 H.br.s), 9.05(1 H.br.s), 9.31 (1 H.br.s). 
MS:m/e(ESI)502.2(MH+) 

[0939] The compounds of the following examples were synthesized by the same method as the final step of Example 
3 above, from various 2-iminodihydropyrrolo[3,4-b~e]pyridine or 1-iminoisoindoline derivatives and various 2-bromo- 
1 -ethanone derivatives, to obtain the respective target compounds as light yellow to yellow solids. 



1 -(8-terf-Butyl-4-methyl-3,4-dihydro-2H-benzo[1 ,4]oxazin-6-yl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol- 
2-yl)-ethanone hydrobromide 



1H-NMR(DMSO-d6)5: 

1.28(3H,t,J=7.1Hz), 1.34(9H,s), 1 .48(3H,t,J=7.1 Hz), 3.23-3.37(2H,m), 2.90(3H,s), 4.12(2H,q,J=7.1 Hz), 4.22(2H,q, 
J=7.1Hz), 4.33(2H J brs), 4.79(2H,s), 5.46(2H,s), 7.16(1H,s), 7.27(1H,s), 7.33(1H,s), 9.04(1 H.brs), 9.32(1 H.brs). 



Example 31 



[0940] 




F 



N 

/ 
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MS:m/e(ESI)484.3(MH+) 
Example 32 

2-[2-(3-te/t-Butyl-4,5-dimethoxy-^ acid 
methylamide hydrobromide 

[0941] 




1H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.43 (3H, t, J=7Hz), 2.85 (3H, d, J=5Hz), 3.89(3H,s), 3.91 (3H,s), 4.30(2H,q J J=7Hz) 1 4.87(2H,s), 5.54(2H, 
s), 7.55(2H,S), 7.56(1 H,s), 8.22(1 H,q,J=8Hz), 8.58(1 H,s). 

Example 33 

2-[2-(3-fert-Butyl-4-hydroxy-5-isopropoxy-phenyl)-2<>x^ 
5-carboxylic acid methylamide hydrobromide 

[0942] 




Chi, 

1H-NMR(DMSO-d6)S: 

1.33(61-1^=6.01^), 1.41(9H,s), 1 ,44(3H,t l J=7.2Hz) > 2.85(3H,d,J=4.4Hz), 4.30(2H,q,J=7.2Hz), 4.67(1 H,m), 4.86(2H, 
s), 5.48(2H,s), 7.49(1 H.s), 7.52(1 H,s), 7.55(1 H,s), 8.22(1 H,m), 8.59(1 H,s), 9.24(1 H,s), 9.87(1 H,s). 
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Example 34 

6-f2-(8-tert-Butyl-4-methyl-3,4-dihydro-2H-be 
pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide hydrochloride 

[0943] 




1H-NMR(DMSO-d6)S: 

1.36(9H,s), 1.38(3H,t,J=6.8Hz), 2.79(3H,d,J=4.0Hz), 2.93(3H,s), 3.33(2H,s), 4.26(2H,q,J=6.8Hz), 4.36(2H,s), 4.89 
(2H,s), 5.57 (2H,s), 7.20(1 H,s), 7.29(1 H,s), 8.01 (1 H,s), 8.59(1 H,q,J=4.0Hz), 9.55(1 H,s), 9.97(1 H,s). 

Example 35 

2-[2-(7-tert-Butyl-3-methyl-3H-benzimidazol-5-yiy^^ 
5-carboxylic acid methylamide hydrobromide 

[0944] 




CH 3 

1H-NMR(DMSO-d6)8: 

1.42(3H,t,J=7Hz), 1.55(9H,s), 2.74(3H,d,J=4Hz), 3.94(3H,s), 4.29(2H,q,J=7Hz), 4.89(2H,s), 5.60(2H,s), 7.55(1 H,s), 

7.71 (1H,s), 8.22(1 H,q,J=4Hz), 8.23(1 H,s), 8.42(1 H,s), 8.58(1 H,s). 

MS:m/e(ESI)462.0(MH+) 
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Example 36 

2-[2-(3-tert-Butyl-5-dimethylamino-4-hydro^ 
5-carboxylic acid methylamide hydrobromide 

[0945] 




H3C 

1H-NMR(DMSO-d6)5: 

1.41(12H,m), 2.63(6H,s), 2.84(2H,s), 4.30(2H,q,J=6.8Hz), 4.86(2H,s), 5.47(2H,s), 7.56(1 H,s) 7.66(1 H,s), 7.71 (1H,s), 
8.22(1H,s), 8.57(1H,s), 9.17(1H,s), 9.84(1H,s). 

Example 37 

5-{2-te^Butyl-4-[2-(2-cyclopropyl-7-imino^ 
pentanoic acid trifluoroacetate 

[0946] 




1H-NMR(DMSO-d6)8: 

1 .00-1 .1 5(4H,m), 1 .38(9H,s), 1 .59-1 .85(4H,m), 2. 23-2. 3 7(3 H,m), 3.03-3.20(4H,m), 3.78-3. 88(2H J m), 4.81 (2H,s), 5.53 
(2H,s), 7.36(1 H,s), 7.46(1 H,s), 7.72(1 H l d,J=8.0Hz) ) 8.09(1 H.d^.OHz), 9.41 -9.49(1 H,m), 9.61 -9.70(1 H,m). 
MS:m/e(ESI)533.3(MH+) 
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Example 38 

5-{2-terf-Butyl-4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6'(pyrrolidin-1-yl)-phenoxy)- 
pentanoic acid trifluoro acetate 

[0947] 




1H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.55-1.99(8H,m), 2.1 7-2.36(2H,m), 2.94-3.20(4H,m), 3.57-4.27(8HandH20,m), 4.79(2H,s), 5.47(2H,s), 
7.36(2H,s), 7.45(1H,s), 9.01 -9.11 (1H,m), 9.22-9.35(1 H,m). 

Example 39 

2-[2-(3-tert-Butyl-5<iimethylamino-4-metho^ 
5-carboxylic acid methylamide hydrobromide 

[0948] 




1H-NMR(DMSO-d6)6: 

1 .39(12H,m), 2.77(6H,s), 2.84(3H,s), 3.85(3H,s), 4.30(2H,q,J=7.2Hz), 4.86(2H,s), 5.52(2H,s), 7.48(1 H,s), 7.56(2H,s), 
8.22(1 H,s) f 8.57(1 H,8), 9.18(1H.s), 9.85(1 H,s). 
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Example 40 

2-(1-{3-te^Butvl-5-f2-(7-fluoro-1-imtno^ 



pyrrolidin-3-y)oxy)-butyric acid trifluoroacetate 
[0949] 




1H-NMR(DMSO-d6)8: 

0.92(3H,t,J=7.6Hz), 1 .44(9H,s), 1 .61 -1 .83(2H,m), 2.1 0-2.24(2H ) m), 3.09-3.1 7(1 H,m), 3.1 9-3.26(1 H,m), 3.41 -3.56(2H, 
m), 3.74(3H,s), 3.92(1 H,dd,J=7.6and4.8Hz), 3.94(3H,s), 4.02(3H ! s), 4.25-4.33(1 H,m), 4.85(2H,s) ! 5.45(2H,s), 7.24 
(1H,s), 7.46(1 H.d^.OHz), 7. 60 (1 H,d,J=2.0Hz). 
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Example 41 

2-(1-{3-fert-Butyl-5-[2-(7-fluoro^ 



pyrrolidin-3-yloxy)-butyric acid trifluoroacetate 
[0950] 




1H-NMR(DMSO-d6)5: 

1 .00(3H,t,J=7.6Hz), 1 .44(9H,s), 1 .63-1 .87(2H,m), 2.04-2.1 9(2H,m) } 3.13-3.22(1 H,m), 3.22-3.30(1 H,m), 3.40-3.57(2H, 
m), 3.74(3H,s), 3.94(3H,s), 3.98(1 H,dd,J=7.6and4.4Hz), 4.02(3H,s), 4.25-4.35(1 H,m), 4.86(2H ) s), 5.45(2H,s), 7.24 
(1H,s), 7.46(1 H,d,J=2.0Hz), 7.60(1 H,d,J=2.0Hz). 

Example 42 

1-(3-terf-Butyl-5-dimethylamino-4-methoxy-phenyl)-2-(7-fluoro-1-imlno-5,6-dimeth 
ethanone hydrobromide 

[0951] 




H3C 

1H-NMR(DMSO-d6)5: 

1.37(9H,s), 2.75(6H,s), 3.82(3H,s) J 3.87(3H,s), 3.95(3H,s), 4.80(2H,s), 5.49(2H,s), 7.37(1 H.s), 7.45(1 H,d,J=2.0Hz), 
7.53(1 H,d,J=2.0Hz), 9.06(1 H.brs), 9.28(1 H,brs). 
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Example 43 

2-f2-(3-tert-Butyl-5-dimethylamino-4-methoxy-ph 
isoindole-5-carboxylic acid methylamide hydrobromide 

[0952] 




H 3 C 

1H-NMR(DMSO-d6)5: 

1.37(9H,s), 2.75(6H,s), 2.77(3H,d,J=4.0Hz), 2.92(6H,s), 3.82(3H,s), 4.73(2H,s), 5.44(2H,s), 7.15(1H,s), 7.45(1H,s), 
7.53(1 H,s), 8.06(1 H,), 8.36(1 H,q,J=4.0Hz), 8.93(1 H.brs), 9.49(1 H.brs). 

Example 44 

6-[2-(3-ferf-Butyl-5-dimethylamino-4-methoxy-pheny^ 
pyridine-2-carboxylic acid methylamide hydrochloride 

[0953] 




1H-NMR(DMSO-d6)5: 

1.36(3H,t,J=6.8Hz), 1.37(9H,s), 2.76(6H,s), 2.77(3H,d,J=4.0Hz), 3.83(3H,s), 4.24(2H,q,J=6.8Hz), 4.85(2H,s), 5.60 
(2H,s), 7.48(1 H,s), 7.54(1 H,s), 8.00(1 H,s), 8.57(1 H,q,J=4.0Hz), 9.56(1 H.brs), 9.97(1 H.brs). 
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Example 45 

2-[2-(3-tert-Butyl-5-ethoxy^-methoxy-ph^ 
5-carboxylic acid methylamide hydro bromide 

[0954] 




1H-NMR(DMSO-d6)8: 

1.36(9H,S), 1 .41 (3H,t,J=6.8Hz), 2.77(3H,d,J=4.4Hz), 2.92(6H,s), 3.89(3H,s), 4.13(2H,q,J=6.8Hz), 4.74(2H > s) I 5.45 
(2H.S), 7.15(1 H,s), 7.51(2H,d,J=7.6Hz), 8.07(1 H,s), 8.35-8.38(1 H,m), 8.94(1 H.brs), 9.54(1 H.brs). 
MS:m/e(ESI)481.2(MH+) 

Example 46 

2-[2-(3-tertButyl-5-ethoxy-4-methoxy-phenyl)-2-oxo 
acid methylamide hydrobromide 

[0955] 




1H-NMR(DMSO-d6)5: 

1.36(9H,S), 1.39-1.43(6H,m), 2.82(3H,d,J=4.8Hz), 3.89(3H,s), 4.13(2H,q,J=7.0Hz), 4.28(2H,q,J=7.0Hz), 
4.85(2H,s), 5.50(2H,s), 7.51-7.54(3H,m), 8.21 (1 H.q.^.SHz), 8.56(1H,s), 9.20(1 H.brs), 9.85(1 H,brs). 
MS:m/e(ESI)482.2(MH+) 



175 



EP 1 391 451 A1 

Example 47 

6-[2-(3-te^Butyl-5-ethoxy^methoxy-phenyl)-2-oxo-ethyl]-3-ethoxy-7-imino-67-dihyd 
2-carboxylic acid methylamide trifluoro acetate 

[0956] 




1H-NMR(DMSO-d6)5: 

1.36(9H,S), 1.40-1 .43(6H,m), 2.78(3H,d,J=4.8Hz), 3.90(3H,s), 4.13(2H,q,J=7.0Hz), 4.24(2H,q,J=7.0Hz), 4.89(2H,s), 

5.54(2H,s), 7.50-7.52(2H,m), 8.00(1 H,s), 8.53(1 H.m), 9.42(1 H.brs), 9.96(1 H.brs). 

MS:m/e(ESI)483.1(MH+) 

Example 48 

{3-terf-Butyl-5-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenoxy}-acetonitrile 
hydrobromide 

[0957] 




1H-NMR(DMSO-d6)5: 

1.37(9H,s), 3.87(3H,s), 3.89(3H,s), 3.95(3H,s), 4.83(2H,s), 5.34(2H,s), 5.51 (2H,s), 7.37(1 H,s), 7.64(1 H,s), 7.70(1 H, 
s), 9.10(1 H.brs), 9.37(1 H.brs). 
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Example 49 

4-{3-teff-Butyl-5-[2-(7-fluoro-1-imino-5 > 6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenoxy}- 
butyronitrile hydrobromide 

[0958] 




1H-NMR(DMSO-d6)5: 

1 .37(9H,s), 2.07-2.1 6(2H,m), 2.67-2.75(2H,m), 3.87(3H,s), 3.90(31-1,5), 3.95(3H,s), 4.11-4.18(2H,m), 4.82(2H,s), 5.51 
(2H,s), 7.37(1 H,s), 7.49-7.59(2H,m), 9.00-9.1 7(1 H,brs), 9.27-9.40(1 H,m). 

Example 50 

2-[2-(3-tert-Butyl-5-cyanomethoxy-4-metho 
isoindole-5-carboxylic acid methylamide hydrobromide 

[0959] 




1H-NMR(DMSO-d6)5: 

1 .37(9H,s), 2.73-2.82(3H,m) ) 2.91 (6H ,s), 3.89(3H,s), 4.78(2H,s), 5.33(2H,s) 1 5.46(2H,s), 7.1 5(1 H,s), 7.65(1 H,s), 7.69 
(1H,s), 8.07(1H,s), 8.31-8.46(1 H,m), 8.97(1 H.brs), 9.55(1 H.brs). 
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Example 51 

2^2-[3-te^Butyl-5-(3-cyano-propoxy)-4^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[0960] 




1H-NMR(DMSO-d6)8: 

1.36(91-1,8), 2.06-2.1 7(2H,m), 2.71 (2H,t,J=7.6Hz), 2.77(3H,d,J=4.8Hz), 2.91 (6H,s), 3.89(3H,s), 4.24(2H,t,J=6.0Hz), 
4.74(2H,s), 5.45(2H,s), 7.15(1 H,s), 7.53(1 H,s), 7.55(1 H,s), 8.07(1 H,s), 8.33-8.41 (1H,m), 8.95(1 H.brs), 9.55(1 H.brs). 

Example 52 

2-[2-(8-tert-Buty1-4-cyanomethyl-3,4-^ 
1H-isoindole-5-carboxylic acid methylamide trifluoroacetate 

[0961] 




1H-NMR(DMSO-d6)5: 

1.36-1 .43(1 2H.ni), 2.82(3H,d,J=5Hz), 3.30-3.40(2H,m), 4.28(2H,q,J=7Hz), 4.40(2H,m), 4.66(2H,s), 4.85(2H,s), 5.45 
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(2H,s), 7.42-7.45(2H,m), 7,53(1 H,s), 8.21 (1 H,q,J=5Hz), 8.56(1 H,s), 9.22(1 H,brs), 9.82(1 H.brs). 
MS:m/e(ESI)504.3(MH+) 

Example 53 

6-[2-(8-tert-Butyl-4-cyanomethyl-3,4-dihydro-2H-^^ 
5H-pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide trifluoroacetate 

[0962] 




1H-NMR(DMSO-d6)8: 

1.33-1. 38(1 2H,s), 2.78(3H,d,J=5Hz), 3.30-3.40(2H,m), 4.25(2H,q,J=7Hz), 4.4Q(2H,m) I 4.66(2H,s), 4.89(2H,s), 5.49 
(2H,s), 7.40-7.43(2H,m), 7.99(1 H,s), 8.53(1 H I q,J=5Hz), 9.46(1 H.brs), 9.93(1 H.brs). MS:m/e(ESI)505.3(MH+) 

Example 54 

{8-fert-Butyl-6-[2-(7-fluoro-lHm^ ,4]oxazin- 
4-yl}-acetonitrile trifluoroacetate 

[0963] 
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1H-NMR(DMSO-d6)5: 

1.36(9H.s), 3.30-3.40(2H,m), 3.87(31-1,8), 3.95(3H,s), 4.40(2H,m) t 4.66(2H,s), 4.82(2H,s), 5.45(2H,s), 7.36(1 H,s), 

7.40-7.42(2H,m), 9.06(1 H.brs), 9.35(1 H.brs). 

MS:m/e(ESI)481.3(MH+) 

Example 55 

{8-tertButyl-6-[2-(2-cyclopropyl-7-M ,4]oxazin- 
4-yl}-acetonitrile trifluoroacetate 

[0964] 




1H-NMR(DMSO-d6)5: 

1 .06-1 .11 (4H,m), 1 .36(9H,s), 2.32(1 H,m), 3.30-3.40(2H,m), 4.40(2H,m), 4.66(2H,s), 4.83(2H,s), 5.51 (2H,s), 7.41 -7.44 

(2H,m) ) 7.72(1 H,d,J=8Hz), 8.09(1 H,d,J=8Hz), 9.52,(1 H.brs), 9.64(1 H,brs). 

MS:m/e(ESI)444.3(MH+) 

Example 56 

2-[2-(8-tertButyl-4-cyanomethyl-3,4-dihydro-2H- benzo[1 ,41oxazin-6-yl)-2-oxo-ethyl]-6-dimethylamino-3-imino- 
2 ) 3-dihydro-1H-isoindole-5-carboxylic acid methylamide trifluoroacetate 

[0965] 
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1H-NMR(DMSO-d6)S: 

I.SeigH.sJ.a^SH.d^HzJ^.QHeH.s), 3.30-3.40(2H,m), 4.40(21-1,111), 4.66(2H,s),4.75(2H,s),5.41(2H,s) I 7.15(1H, 

s), 7.41-7.43(2H,m), 8.07(1 H,s), 8.37(1 H.q.^Hz), 8.98(1 H.brs), 9.53(1 H.brs). 

MS:m/e(ESI)503.4(MH+) 

Example 57 

2-[2-(3-fe^Butyl-5-cyanomethoxy-4-^ H-isoindole- 
5-carboxylic acid methylamide hydrobromide 

[0966] 




1H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.42(3H,t J J=6.8Hz), 2.83(3H,d,J=4.8Hz), 3.89(3H,s), 4.29(2H,q,J=6.8Hz), 4.86(2H,s), 5.34(2H,s), 5.50 
(2H,s), 7.54(1H,s), 7.65(1H,s), 7.71(1H,s), 8.15-8.30(1H,m), 8.56(1H,s), 9.14-9.26(1 H,m), 9.77-9.93(1 H,m). 

Example 58 

2-{2-[3-te^Butyl-5-(3-cyano-propoxy)-4-m 
5-carboxylic acid methylamide hydrobromide 

[0967] 
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1H-NMR(DMSO-d6)6: 

1.36(9H,s), 1.41(3H,t,J=6.8Hz), 2.06-2.1 7(2H,m), 2.72(2H,t,J=7.2Hz) p 2.82(3H,d,J=4.8Hz), 3.90(3H,s), 4.15(2H,t I 
J=6.0Hz), 4.28 (2H, q, J=6. 8Hz) , 4.85 (2H, s), 5.50(2H,s), 7.49-7.62(3H,m), 8.15-8.26(1 H,m), 8.56(1H,s), 9.1 8(1 H, 
brs), 9.85(1 H.brs). 

Example 59 

1 -(3-tertButyl-5-ethoxy-4-methox^ 
hydrobromide 

[0968] 




1H-NMR(DMSO-d6)5: 

1 .36(9H,S), 1 .41 (3H,t J J=7.0Hz) 1 3.87(3H,s), 3.89(3H,s), 3.95(3H,s), 4.1 3(2H,q,J=7.0Hz), 4.81 (2H,s), 5.48(2H,s) t 7.36 

(1H,s), 7.50(1 H,s), 7.51 (1H.S), 9.03(1 H.brs), 9.30(1 H.brs). 

MS:m/e(ESI)459.1(MH+) 

Example 60 

2-[2-(3-fe/t-Butyl-4-methoxy-5-momholino-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H 
5-carboxylic acid methylamide hydrobromide 

[0969] 




1H-NMR(DMSO-d6)5: 

1.37(9H,s), 1.41(3H,t,J=6.8Hz), 2.82(3H,d,J=4.0Hz), 2.94-3.04(4H,m), 3.70-3.86(4H,m), 3.95(3H,s), 4.28(2H,q, 
J=6.8Hz), 4.85(2H,s), 5.51(2H,s), 7.50(1 H,s), 7.54(1H,s), 7.61(1H,s), 8.20(1 H.q^.OHz), 8.56(1H,s), Q.IBOH.brs), 
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9.84(1 H.brs). 
MS:m/e(ESI)524.2(MH+) 

Example 61 

1-(3-fert-Butyl-4-methoxy-5-moroho^ 
ethanone hydrobromide 

[0970] 




1H-NMR(DMSO-d6)5: 

1.37(9H,s), 2.95-3.05(4H,m), 3.74-3.85(4H,m), 3.87(3H,s), 3.95(3H,s), 3.96(3H,s), 4.81 (2H,s), 5.51 (2H,s), 7.37(1 H, 
s), 7.49(1 H,s), 7.60(1 H,s). 

Example 62 

1-(3-rerf-Butyl-4-methoxy-5-morpholino-phenyl)-2-(2-cyclQpropyl-7-imino-5 ,7-dihydro-pyrrolo[3,4-b]pyridin- 6-yl)- 
ethanone hydrobromide 

[0971] 




1H-NMR(DMSO-d6)8: 

1.08-1.15(4H,m), 1.37(9H,s), 2.28-2.36(1 H,m), 2.94-3.06(4H,m), 3.75-3.86(4H,m), 3.95(3H,s), 4.82(2H,s), 5.56(2H, 
s), 7.50(1 H,s), 7.61 (1H,s), 7.72(1 H,d,J=8.0Hz), 8.1 0(1 H,d,J=8.0Hz). 
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Example 63 

{3-te^Butyl-5-[2-(5,6-diethoxy-7-fluo^ 
hydrobromide 

[0972] 




1H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=6.8Hz), 1 .37(9H,S), 1 .39(3H,t,J-6.8Hz), 3.89(3H,s), 4.11 (2H,q,J=6.8Hz), 4.21 (2H,q,J=6.8Hz), 4.81 (2H,s), 
5.33(2H,s), 5.48(2H,s), 7.34(1H,s), 7.64(1H,s), 7.69(1H,s), 9.00-9.1 0(1 H.m), 9.29-9.37(1 H,m). 

Example 64 

4-{3-te^Butyl-5-[2-(5,6-diethoxy-7-fluoro-1-im^ 
hydrobromide 

[0973] 




1H-NMR(DMSO«d6)5: 

1.29(3H J t,J=6.8Hz), 1.36(9H,s), 1 .40(3H,t,J=6.8Hz), 2.07-2.1 7(2H,m), 2.72(2H,t,J=7.2Hz), 3.90(3H,s), 4.07-4.1 7(4H, 
m), 4.21(2H,q,J=6.8Hz), 4.79(2H,s), 5.48(2H,s), 7.33(1 H,s), 7.53(1 H,s), 7.54(1 H,s), 8.96-9.09(1 H,m), 9.23-9.36(1 H, 
m). 
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Example 65 



4-{3-tertButyl-5-[2-(2-cyclopropyl-7-imino^^ 
butyronitrile hydrobromide 

[0974] 




1H-NMR(DMSO-d6)5: 

1 .05-1 .1 8(4H,m), 1 .36(9H,s), 2.07-2.1 8(2H,m), 2.28-2.38(1 H.m), 2.72(2H,t,J=7.2Hz), 3.89(3H,s), 4.1 5(2H,t,J=6.0Hz), 
4.83(2H,s), 5.56(2H,s), 7.55(2H,brs), 7.72(1 H,d,J=8.0Hz), 8.10(1 H,d,J=8.0Hz), 9.04-9.55(2H,m). 

Example 66 

6-[2-(3-fe^Butyl-4-methoxy-5-moroholino-pheny^^ pyrrolo[3,4-b] 
pyridine-2-carboxylic acid methylamide hydrobromide 

[0975] 



NH.HBr 



H 3 C 




MS:m/e(ESI)524.2(MH+) 
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Example 67 

2-tert-Butyl-4-[2-5-ethoxy-1-imino-6-methylcafo^ methanesulfonate 
hydrobromide 

[0976] 




1H-NMR(DMSO-d6)8: 

1.40-1 .43(12H,m), 2. 82(3H,d,J=4.8Hz),3.68(3H ) s) > 4.28(2H,q l J=6.8H2), 4.86(2H,s), 5.51 (2H,s), 7.55(1 H,s), 7.70(1H, 

d,J=8.4Hz), 7.97-8.00(2H,m), 8.19-8.22(1 H,m), 8.56(1H,s), 9.20(1 H.brs), 9.86(1 H.brs). 

MS:m/e(ESI)502.1(MH+) 

Example 68 

2-tert-Butyl-4-[2-(5-dimethylamino-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl 
methanesulfonate hydrobromide 

[0977] 




O CH3 

1H-NMR(DMSO-d6)$: 

1.40(9H,S), 2.77(3H,d,J=4.8Hz), 2.92(6H,s), 3.68(3H,s), 4.76(2H,s), 5.46(2H,s), 7.15(1 H,s), 7.70(1 H,d,J=8.4Hz), 

7.95-8.00(2H,m), 8.07(11-1,8), 8.34-8.37(1 H,m), 8.96(1 H.brs), 9.57(1 H.brs). 

MS:m/e(ESI)501.1(MH+) 
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Example 69 

2-tert-Butyl-442-(3-ethoxy-7-imino-2-m^ 
methanesuifonate hydrobromide 

[0978] 




1H-NMR(DMSO-d6)5: 

1.36(3H,t,J=6.8Hz), 1.41(9H,s), 2.77(3H,d,J=4.4Hz), 3.68(3H,s), 4.24(2H,q,J=6.8Hz), 4.90(2H,s), 5.54(2H,s), 7.70 

(1H,d,J=8.4Hz), 7.95-8.00(3H,m), 8.52(1 H,m), 9.44(1 H.brs), 9.99(1 H.brs). 

MS:m/e(ESI)503.1(MH+) 

Example 70 

2-[2-(3-tert-Butyl-4-cyanomethoxy-5-dimethylam 
isoindoie-5-carboxylic acid methylamide hydrobromide 

[0979] 




1H-NMR(DMSO-d6)8: 

1.39(9H,S), 2.71 (6H,s), 2.77(3H,d,J=4.4Hz), 2.91 (6H,s), 4.74(2H,s), 5.25(2H,s), 5.46(2H,s), 7.15(1 H,s), 7.57(1 H,s), 

7.60(1 H,s), 8.06(1 H,s), 8.35(1 H,m), 8.92(1 H.brs), 9.53(1 H.brs). 

MS:m/e(ESI)505.2(MH+) 
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Example 71 

2-[2-(3-tert-Butyl-4-methoxy-5-(pyrro^ isoindole- 
5-carboxylic acid methylamide hydrobromide 

[0980] 




1H-NMR(DMSO-d6)5: 

1.38(9H,S), 1.41(3H,t,J=6.8Hz), 1 .91 (4H,brs), 2.82(3H,d,J=4.0Hz), 3.15(4H,brs), 3.64(3H,s), 4.27(2H,q,J=7.0Hz), 
4.83(2H,s) f 5.47(2H,s), 7.35(1H,s), 7.43(1H,s), 7.53(1H,s), 8.18-8.21 (1 H,m), 8.55(1H,s). 
MS:m/e(ESI)507.2(MH+) 

Example 72 

1 -(3-terf-Butyl'4-methoxy-5-(pyrrolidin-1 -yl)-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[0981] 




1H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=6.8Hz), 1 .37(9H,s), 1 .39(3H,t,J=6.8Hz), 1 .91 (4H,brs), 3.15(4H,brs), 3.64(3H,s), 4.11 (2H,q,J=6.8Hz) f 4.21 
(2H,q,J=6.8Hz) l 4.78(2H,s), 5.46(2H,s), 7.33(1 H,s), 7.34(1 H,s), 7.42(1 H,s), 9.01 (1 H.brs), 9.23(1 H.brs). 
MS:m/e(ESI)512.2(MH+) 
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Example 73 

242-(3-tert-Butyl-4-methoxy-5-(pyrrolidin-1-yQ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[0982] 




1H-NMR(DMSO-d6)6: 

1.38(9H,s), 1.91(4H,brsJ, 2.78(3H ) d,J=4.4Hz), 2.91 (6H,s), 3.15(4H,brs), 3.64(3H,s), 4.72(2H,s), 5.42(2H,s) J 7.15(1 H, 

s), 7.35(1 H,s), 7.43(1 H,s), 8.06(1 H,s), 8.35-8.38(1 H,m). 

MS:m/e(ESI)506.3(MH+) 

Example 74 

1-(3-terf-Butyl-4-methoxy-5-(pyrrolidin-1-yl)-phenyl)- 2-(2-cyclopropyl-7-imino-5,7-dihydro-pyrrolo[3,4-b]pyridin-6>yl)- 
ethanone hydrobromide 

[0983] 




1H-NMR(DMSO-d6)5: 

1.08-1.11(4H,m), 1.38 (9H, s), 1 .91 (4H,brs), 2.29-2.35(1 H,m), 3.15(4H,brs), 3.65(3H ( s), 4.81 (2H,s), 5.56(2H,s), 7.36 
(1H,s) ( 7.44(1H,s), 7.72(1 H,d,J=8.6Hz), 8.09(1 H,d,J=8.6Hz), 9.50(1H,brs), 9.62(1 H,brs). 
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Example 75 

1 -(3-te^Butyl-4-methoxy-5-(pyrrolidin-1 -yl)-phenyl)-2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[0984] 




1H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.91(4H,brs), 3.15(4H,brs), 3.65(3H,s), 3.87(3H,s), 3.95(3H,s), 4.80(2H,s), 5.48(2H,s), 7.35(1 H,s), 7.36 

(1H,s), 7.43(1H,s), 9.02(1H,brs), 9.23(1 H.brs). 

MS:m/e(ESI)484.2(MH+) 

Example 76 

2-[2-(3-tert-Butyl-5-isopropoxy-4-methoxy-phe 
5-carboxylic acid methylamide hydrobromide 

[0985] 




1H-NMR(DMSO-d6)6: 

1.33(6H,d,J=6.4Hz), 1.36(9H t s), 1 .41 (3H,t,J=6.8Hz), 2.82(3H,d,J=4.4Hz) > 3.88(3H,s), 4.28(2H,q ( J=6.8Hz), 4.64-4.77 
(1H,m), 4.85(2H,s), 5.49(2H,s), 7.51 (2H,s), 7.54(1 H,s), 8.14-8.26(1 H,m), 8.56(1 H,s), 9.12-9.21 (1 H,m), 9.79-9.89(1 H, 
m). 
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Example 77 

1-(3-terf-Butyl-5HSopropoxy-4-methoxy-phenyl)-2-(5,6-diethoxy-7-fluoro-1-imino-1 t 3-dihydro-isoindol-2-yl)-ethanone 
hydrobromide 

[0986] 




o 

H 3 C-( 



1H-NMR(DMSO-d6)5: 

1 .29(3H ! t,J=6.8Hz) > 1 .33{6H ,d, J=6.0Hz), 1 .35(9H,s), 1 .39(3H,t,J=6.8Hz), 3.88(3H,s), 4.11 (2H,q,J=6.8Hz), 4.21 (2H,q, 
J=6.8Hz), 4.64-4.77(11-1,111), 4.80(2H,s), 5.47(2H,s) f 7.33(1 H,s), 7.50(2H,s), 9.05(1 H.brs), 9.29(1 H,brs). 

Example 78 

1-(3-tert-Butyl-5-isopropoxy-4-methoxy-phe^ 
ethanone hydrobromide 

[0987] 




1H-NMR(DMSO-d6)5: 

1.33(6H,d,J=5.6Hz), 1.35(9H,s), 3.87(3H,s), 3.88(3H,s), 3.95(3H,s), 4.64-4.76(1 H,m), 4.81 (2H,s), 5.48(2H,s), 7.36 
(1H,s), 7.50(2H,s), 8.99-9.1 6(1 H,m), 9.25-9.40(1 H,m). 
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Example 79 

Ethyl 2^8-tert-butyl-642-5-ethoxy-1-imino-6-m 
[1 ,41oxazin-4-yl}-propanoate hydrochloride 

[0988] 




O 

) 

H 3 C 

1H-NMR(DMSO-d6)5: 

1.15(3H,t,J=7Hz), 1.30-1. 50(1 5H,m), 2.82(3H > d,J=5Hz) } 3.30-3.40(2H,m), 4.09(2H,m), 4.22-4.36(4H,m), 4.71 (1H,q, 
J=6Hz), 4.82(2H,s), 5.38(1H,d,J=18Hz), 5.48(1 H,d,J=1 8Hz), 7.20(1 H.brs), 7.28(1 H.brs), 7.53(1H,s), 8.21(1H,q, 
J=5Hz), 8.55(1 H,s), 9.21 (1 H.brs), 9.82(1 H,brs). 
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Example 80 

Ethyl 2^8-te^butyl-6-[2-(3-ethoxy-7-imm^ 
2,3-dihydro-benzo[1 ,4]oxazin-4-yl}-propanoate hydrochloride 

[0989] 




O 



) 

H 3 C 

1H-NMR(DMSO-d6)5: 

1.15(3H,t,J=7Hz), 1.32-1.39(12H,m), 1 .44(3H,d,J=7Hz), 2.33(1H,m), 2.77(3H,d,J=5Hz), 3.30-3.40(2H,m), 4.09(2H, 
m), 4.20-4.30(4H,m), 4.71 (1 H,q f J=7Hz), 4.86(2H,s), 4.82(2H,s), 5.43(1 H,d,J=1 8Hz), 5.52(1 H,d,J=1 8Hz), 7.20(1 H,d, 
J=2Hz), 7.27(1 H,d,J=2Hz), 7.98(1 H,s), 8.55(1 H,q,J=5Hz), 9.47(1 H,brs), 9.92(1 H.brs). 
MS:m/e(ESI)566.2(MH+) 

Example 81 

2-[2-(3'Dimethylamino-5-isopropyl-4-methoxy"phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole- 
5-carboxylic acid methylamide hydrobromide 

[0990] 




1H-NMR(DMSO-d6)5: 

1 .20(6H,d,J=7.2Hz], 1 .41 (3H,t,J=6.8Hz) J 2.78 (6H, s), 2.81 (3H,d,J=4.4Hz), 3.77(3H,s), 4.28(2H,q,J=6.8Hz), 4.84(2H, 
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s), 5.49(2H,s) J 7.36(1 H,s), 7.51(11-1,5), 7.54(1 H,s), 8.20(1 H.q.J^^Hz), 8.56(1 H,s), 9.17(1H,brs), 9.84(1 H.brs). 
Example 82 

2-(5,6-Diethoxy-7-fluoro-1-imino-1,3-dihydro-isoin^ 
ethanone hydrobromide 

[0991] 




N— CH. 

/ 

H3C 



1H-NMR(DMSO-d6)S: 

1 .20(6H,d,J=6.8Hz), 1 .29(3H,t,J=6.8Hz), 1 .39(3H,t,J=6.8Hz), 2.78(6H,s), 3,76(3H,s), 4.11 (2H,q,J=6.8Hz), 4.22(2H,q, 
J=6.8Hz), 4.79(2H,s), 5.47(2H,s), 7.34-7.36(2H,m), 7.52(1 H,s). 

Example 83 

2-[2-(3-te^Butyl-4-methoxy-5-methylamino-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2 > 3-dihydro-^ 
5-carboxylic acid methylamide hydrobromide 

[0992] 




1H-NMR(DMSO-d6)6: 

1.37(9H t s), 1.41(3H,t,J=7.0Hz), 2.76(3H,d,J=5.0Hz), 2.82(3H,d,J=4.4Hz), 3.72(3H,s), 4.28(2H,q,J=7.0Hz), 4.84(2H, 
s), 5.47(2H,s), 5.51 (1 H,q,J=5.0Hz), 7.05(1 H.s), 7.24(1 H,s), 7.54(1 H,s), 8.21 (1 H,q,J=4.4Hz), 8.55(1 H,s), 9.1 7(1 H.brs), 
9.82(1 H,brs). 
MS:m/e(ESI)467.3(MH+) 
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Example 84 

6-[2-(3-tert-Butyl-5-isopropoxy-4-metho^ 
pyridine-2-carboxylic acid methylamide trifluoroacetate 

[0993] 




1H-NMR(DMSO-d6)5: 

1.26-1. 43(1 8H,m), 2.77(3H,d,J=4.8Hz), 3.88 (3H, s) , 

4.24(2H ! q,J=6.8Hz) ) 4.64-4.77(1 H,m), 4.88(2H,s), 5.52(2H,s), 7.50(2H,s), 7.99(1 H,s), 8.47-8.58(1 H,m), 9.34-9.46(1 H, 
m), 9.90-1 0.03(1 H,m). 

Example 85 

2-[2-(3-ferf-Butyl-5-isopropoxy-4-methoxy-phenyl)-2-o^ 
5-carboxylic acid methylamide trifluoroacetate 

[0994] 




1H-NMR(DMSO-d6)5: 

1.33(6H,d,J=6.0Hz), 1.35(9H,s), 2.77(3H ) d,J=4.4Hz) ) 2.91 (6H,s), 3.88(3H,s), 4.63-4.80(3H,m), 5.44(2H,s), 7.15(1 H, 
s), 7.50(2H,s), 8.07(1H,s), 8.31-8.43(1 H.m), 8.88-8.99(1 H,m), 9.46-9.60(1 H,m). 
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Example 86 

2-{2-[3-fert-Butyl-5-(4-cyano-piperidin-1-yl)-4^^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[0995] 




1H-NMR(DMSO-d6)6: 

1.36(9H,s), 1.41(3H,t,J=6.8Hz), 1 .88-2.13(4H,m), 2.82(3H,d,J=4.4Hz), 2.86-2.98(2H,m) 1 3.02-3.1 8 (3H,m), 3.93(3H, 
s), 4.28(2H,q,J=6.8Hz), 4.84(2H,s), 5.49(2H,s), 7.52(1 H,d,J=1 .6Hz), 7.54(1H,s), 7.61 (1 H,d,J=1 .6Hz), 8.14-8.26(1 H, 
m), 8.56(1H,s), 9.10-9. 18(1H,m), 9.81-9.88(1 H.m). 
MS:m/e(ESI)546.2(MH+) 

Example 87 

1 -(3-terf-Butyl-4-hydroxy-phenyl)-2-(5,6-diethoxy-7- fluoro-1 -imino-1 t 3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[0996] 




1H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=6.8Hz), 1 .37(9H,s) t 1 .40(3H,t,J=6.8Hz), 4.1 1 (2H,q,J=6.8Hz), 4.21 (2H,q,J=6.8Hz), 4.78(2H,s), 5.40(2H,s), 
6.95(1 H,d,J=8.6Hz), 7.32(1 H,s), 7.75(1 H,d,J=8.6Hz), 7.80(1 H,s), 9.00(1 H.brs), 9.30(1 H.brs). 
MS:m/e(ESI)429.1(MH+) 
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Example 88 

248-tef^Butyl-6-[2-(5-ethoxy-1-imino^ 
oxazin-4-yl}-2-methyl-propanoic acid hydrochloride 

[0997] 




HO 



1H-NMR(DMSO-d6)8: 

1 .36(9H,s), 1 .38(3H.t,J=7Hz), 1 .48(6H,s), 2.82(3H,d,J=5Hz), 3.30-3.40(2H 1 m), 4.22-4.40(4H,m), 4.82(2H,s), 5.40(2H, 
s), 7.08(1 H.brs), 7.30(1 H.brs), 7.52(1 H,s), 8.21 (1 H,q,J=5Hz), 8.55(1 H s s), 9.22(1 H.brs), 9.83(1 H,brs). 
MS:m/e(ESI)551 .2(MH+) 

Example 89 

2-{8-tertButyl-6-[2-(3-ethoxy-7-imino-2-met 

benzo[1 ,9]oxazin-4-yl}-2-rnethyl-propanoic acid hydrochloride 

[0998] 




HO 



1H-NMR(DMSO-d6)5: 

1 .30-1 .40(1 2H,m), 1 .48(6H,s), 2.77(3H,d,J=5Hz), 3.30-3.40(2H,m), 4.22-4.33(4H,m) l 4.85(2H,s), 5.43(2H,s), 7.08(1 H, 
brs), 7.29(1 H.brs), 7.98(1 H,s), 8.54(1 H,q,J=5Hz), 9.46(1 H.brs), 9.91 (1 H.brs). 
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Example 90 

2-tert-Butyl-6-dimethylamino-4-[2-(5-ethoxy-1-im^ 
acetate hydrobromide 

[0999] 




H 3 C 

1H-NMR(DMSO-d6)5: 

1.33(9H,s), 1.41(3H,t,J=7.2Hz), 2.33(3H,s), 2.65(6H,s), 2.82(3H,d,J=4.8Hz), 4.27(2H,q,J=7.2Hz), 4.85(2H,s), 5.51 
(2H,s), 7.54(1 H,s), 7.58(1 H,s), 7.66(1 H,s), 8.1 9-8.21 (1 H,m), 8.55(1 H,s), 9.1 7(1 H,brs), 9.84(1 H.brs). 
MS:m/e(ESI)509.2(MH+) 

Example 91 

2-{2-[3-fe^Buryl-4-methoxy-5-(2-oxo-oxazolidin-3-yl)^^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1000] 




1H-NMR(DMSO-d6)S: 

1.38(9H,s), 1.41(3H,t,J=6.8Hz), 2.82(3H,d,J=4.4Hz), 3.82(3H,s), 3.93(2H,t,J=7.6Hz), 4.28(2H,q,J=6.8Hz), 4.54(2H,t, 
J=7.6Hz), 4.85(2H,s), 5.46(2H,s), 7.54(1 H,s), 7.83(1 H,d I J=2.0Hz), 7.99(1 H ( d,J=2.0Hz), 8.20(1 H,q,J=4.4Hz), 8.56(1 H, 
s). 
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Example 92 

2-fert-Butyl-4-[2-(5 > 6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyt acetate hydrobromide 
[1001] 



H3C CH 3 




1H-NMR(DMSO-d6)8: 

1.29(3H,t,J=7.0Hz), 1.34(9H,s), 1 .40(3H,t,J=7.0Hz), 2.37(3H,s), 4.12(2H,q,J=7.0Hz) } 4.21 (2H,q J J=7.0Hz), 
4.81 (2H,s), 5.49(2H,s), 7.31 -7.34(2H,m), 7.93(1 H,d,J=8.4Hz), 7.96(1 H,s), 9.02(1 H.brs), 9.30(1 H.brs). 
MS:m/e(ESI)471.1(MH+) 

Example 93 

2-terf-Butyl'4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1,3-dihydroHSoindol-2-yl)-acetyl]-phenyl acetate 
hydrobromide 

[1002] 



H3C CH 3 




1H-NMR(DMSO-d6)8: 

1.35(9H,s), 1.42(3H,t,J=7.0Hz), 2.37(3H,s), 2.83(3H,d,J=4.4Hz), 4.28 (2H,q,J=7.0Hz), 4.86(2H,s), 5.50(2H,s), 7.33 
(1 H,d,J=8.4Hz), 7.54(1 H ,s), 7.94(1 H,d,J=8.4Hz), 7.97(1 H,s), 8.1 9-8.21 (1 H.m), 8.56(1 H,s), 9.20(1 H.brs), 9.82(1 H.brs). 
MS:m/e(ESI)466.2(MH+) 
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Example 94 

H3-tertButyl-542-(5,6-diethoxy-7-fluoro-1-imino-1 .a-dihydro-isoindol-g-yO-acetyll^-methoxy-phenyll-piperidin- 
4-one hydrobromide 

[1003] 




O 



1H-NMR(DMSO-d6)5: 

1.29(3H,t,J=6.8Hz), 1.38(9H,s), 1 .39(3H,t,J=6.8Hz), 2.48-2. 62(4H,m), 3.28-3.45(4H,m), 4.02(3H,s), 4.11(2H,q, 
J=6.8Hz), 4.20(2H,q,J=6.8Hz), 4.79(2H,s), 5.48(2H,s), 7.33(2H,s), 7.56(2H,s), 7.62(2H,s). 

Example 95 

1 -(3-te/t-Butyl-5-dimethylamino-4-methoxy-phenyl)-2-(5-ethoxy-7-fluoro-1 -imino-6-methoxy-1 ,3-dihydro- isoindol- 
2-yl)-ethanone hydrobromide 

[1004] 




N-CH 3 

H 3 C 

1H-NMR(DMSO-d6)8: 

1 .37(9H,s), 1 .40(3H I t,J=7.2Hz), 2.75(6H,s), 3.82(3H ) s) > 3.87(3H,s), 4.20(2H,q,J=7.2Hz), 4.78(2H,s) t 5.48(2H,s), 7.34 
(1H,s), 7.45(1 H,d,J=2.0Hz), 7.53(1 H,d,J=2.0Hz). MS:m/e(ESI)472.2(MH+) 
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Example 96 

2^2-f3-tert-Butyl-5-(ethyl-methyl-amino)-4-m 
5-carboxylic acid methylamide hydrobromide 

[1005] 




1H-NMR(DMSO-d6)8: 

1 .01 {3H,t, J=7.0Hz), 1 .37(9H,s), 1 .41 (3H,t,J=7.0Hz), 2.74(3H,s), 2.82(3H,d, J=4.8Hz), 3.1 3(2H J q,J=7.0Hz), 3.83(3H,s), 
4.28(2H,q,J=7.0Hz), 4.84(2H,s), 5.49(2H,s), 7.48(1 H,d,J=2.0Hz), 7.54-7.55(2H,m), 8.21 (1 H.q.J^.SHz), 8.55(1 H,s), 
9.14(1 H,brs), 9.81 (1H,brs). 
MS:m/e(ESI)495.2(MH+) 

Example 97 

6-{2-[3-te/t-Butyl-5-(ethyl-methyl-amino)-4-methoxyphenyl]-2-oxo-ethyl}-3-ethoxy-7Hmino-6 ,7-dihydro-5H-pyrrolo 
[3,4-b]pyridine-2-carboxylic acid methylamide trifluoroacetate 

[1006] 




1H-NMR(DMSO-d6)8: 

1.01(3H,t,J=7.0Hz), 1.34-1.37(12H,m), 2.74(3H,s), 2.78(3H,d,J=4.8Hz), 3.13(2H,q,J=7.0Hz) ( 3.83(31-1,8), 4.24(2H,q, 
J=7.0Hz), 4.87(2H,s), 5.52(2H,s), 7.47(1 H,d,J=2.0Hz), 7.54(1 H,d,J=2.0Hz), 7.99(1 H,s), 8.53(1 H,q,J=4.8Hz), 9.40(1 H, 
brs), 9.92(1 H.brs). 
MS:m/e(ESI)496.2(MH+) 
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Example 98 

2-terf-Butyl-4-f2-(5,6-diethoxy-7-fluoro^ 
methanesulfonate hydrobromide 

[1007] 




1H-NMR(DMSO-d6)6: 

1 .29(3H,t,J=7.0Hz) 1 1 .40(3H,t,J=7.0Hz), 1 .44(9H,s), 2.67(6H,s), 3.73(3H,s), 4.1 2(2H,q ) J=7.0Hz), 4.21 (2H,q,J=7.0Hz), 

4.80(2H S S), 5.51 (2H,s), 7.34(1 H,s), 7.67(1 H,s), 7.75(1 H,s). 

MS:m/e(ESI)550.1(MH+) 

Example 99 

6^2-[3-te^Butyl-5-(4-hydroxy-piperidin-1-^ 

pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide trifluoro acetate 
[1008] 




OH 



1H-NMR(DMSO-d6)5: 

1.26-1 .50(1 2H,m) l 1 .50-1 .68(2H,m). 1 .84-2.03(2H,m) l 2.64-2. 86(5H,m) ) 3.12-3.68(3H,m), 3.94(3H,s), 4.23{2H,q, 
J=6.8Hz), 4.87(2H,s), 5.52(2H,s), 7.44-7.70(2H,m), 7.99(1 H,s), 8.41 -8.63(1 H,m), 9.37(1 H.brs), 9.94(1 H.brs). 
MS:m/e(ESI)538.3(MH+) 
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Example 100 

1 -[3-terNButyl-5-(4-hydroxy-piperidin-1 -yl)-4-methoxy-phenyll-2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro- 
isoindol-2-yl)-ethanone hydrobromide 

[1009] 




OH 



1H-NMR(DMSO-d6)5: 

1 .36(9H,s), 1 .54-1 .70(2H,m), 1 .84-2.00(2H,m), 2.65-2.80(2H,m), 3.1 9-3. 50(2 H,m), 3.55-3.70(1 H,m), 3.86(3H,s), 3.93 
(3H,s), 3.95(3H,s), 4.73(1 H,d,J=4.0Hz), 4.80(2H,s), 5.48(2H,s), 7.36(1 H,s), 7.51 (1H,s), 7.56(1 H,s), 8.99-9.40(2H,m). 

Example 101 

1 -(3-te/t-Butyl-5-dimethylamino-4-hydroxy-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2- yl)- 
ethanone hydrobromide 

[1010] 




1H-NMR(DMSO-d6)8: 

1.29(3H,t,J=7.0Hz), 1 .38-1 .41 (12H,m), 2.61 (6H,s), 4.11 (2H ) q,J=7.0Hz), 4.21 (2H,q,J=7.0Hz), 4.78(2H,s), 5.44(2H,s), 

7.33(1 H,s), 7.63(1 H,s), 7.68(1 H,s), 9.01 (1 H.brs), 9.26(1 H,brs). 

MS:m/e(ESI)472.2(MH+) 
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Example 102 

6-[2-(3-tert-Butyl-5-dimethylam^ 

pyridine-2-carboxylic acid methylamide trifluoroacetate 

[1011] 




1H-NMR(DMSO-d6)5: 

1.34-1.39(15H,m) > 2.75(6H,s), 2.78(3H,d,J=4.6Hz), 

4.13(2H,q,J=-7.0Hz), 4.24(2H,q,J=7.0Hz), 4.87(2H,s), 5.52(2H,s), 7.45(1H,s), 7.55(1H,s), 7.99(1H,s), 8.53(1H,q, 

J=4.6Hz), 8.55(1 H,s), 9.39(1 H.brs), 9.92(1 H.brs). 

MS:m/e(ESI)496.2(MH+) 

Example 103 

2-[2-(3-feff-Butyl-5-dimethylamino-4-methoxy'phenyl]-2-oxo-ethyl]-6-dimethylamino-3-imino-2,^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1012] 




1H-NMR(DMSO-d6)5: 

0.98(6H,t 1 J=7.0Hz) > 1.37(9H,s), 2.78(3H,d > J=4.8Hz), 2.92(6H,s), 3.16(4H,q,J=7.0Hz), 3.85(3H,s), 4.74(2H,s), 5.44 
(2H,s), 7.15(1H,s), 7.49(1 H,d > J=2.0Hz), 7.55(1H,s), 7.55(1 H,d,J=2.0Hz), 8.07(1H,s), 8.37(1 H,q,J=4.8Hz), 8.92(1H, 
brs), 9.53(1 H.brs). 
MS:m/e(ESI)508.2(MH+) 
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Example 1 04 

1 -(a-terf-ButyM-methoxy-S-methylamino-phenyQ^-tS.e-diethoxy-y-fluoro-l -imino-1 ^-dihydro-isoindol^- yl)- 
ethanone hydrobromide 

[1013] 




H 3 C 

1H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=7.0Hz), 1 .37(9H,s), 1 .40(3H,t,J=7.0Hz), 2.76(3H,d,J=5.2Hz), 3.72(3H,s), 4.11 (2H,q,J=7.0Hz), 4.21 (2H,q, 
J=7.0Hz), 4.79(2H,s), 5.46(2H,s), 5.50(1 H.q^S^Hz), 7.04(1 H,s), 7.23(1 H,s), 7.33(1 H,s). 
MS:m/e(ESI)472.1(MH+) 

Example 105 

1 -[3-tert-Butyl-5-(4-hydroxy-piperidin-1 -yl)-4-methoxy-phenyt]-2-(5-ethoxy-7-fiuoro-1 -imino-6-rnethoxy-1 ,3-dihydro- 
isoindol-2-yl hydrobromide 

[1014] 




OH 



1H-NMR(DMSO-d6)5: 

1.36(9H,s), 1.40 (3H, t, J=6.8Hz) , 1 .54-1 .68(2H,m), 1 .83-1 .96(2H,m), 2.64-2. 78(2H,m), 3.21 -3.48(2H,m), 3.58-3.69 
(1H,m), 3.87(3H,s), 3.94(3H,s), 4.22(2H,q,J=6.8Hz), 4.73(1 H,d,J=4.0Hz), 4.79 (2H, s) , 5.48(2H,s) ) 7.34(11-1,8), 7.51 
(1H,s), 7.56(1 H,s), 9. 00-9.1 2(1 H.rn), 9.20-9.34(1 H,m). 
MS:m/e(ESI)528.2(MH+) 
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Example 106 

1 -[3-fert-Butyl-5-(3-hydroxy-pyrrolidin-1 -yl)-4-methoxy-phenyl]-2-(5,6-diethoxy-7-f luoro-1 -imino-1 ,3-dihydrcHSoindol- 
2-yl)-ethanone trifluoroacetate 

[1015] 




1H-NMR(DMSO-d6)5: 

1 .40(9H,s), 1 .79-1 .92(1 H,m), 1 .98-2.12(1H,m), 2.90-2.99(1 H.m), 3.08-3.18(1 H,m), 3.20-3. 60(2H,m), 3.65(3H,s), 3.89 
(3H,s), 3.97(3H,s), 4.30-4.43(1 H,m), 4.81(2H,s), 5.50(2H,s), 7.34(1H,s), 7.39(1H,s), 7.43(1H,s), 9.08(1H,brs), 9.31 
(1H,brs). 

Example 107 

2-[2-(3-ferf-Butyl-5-ethylamino-4-methoxy-phenyl)-2- oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1 H-isoindole- 
5-carboxylic acid methylamide hydrobromide 

[1016] 




1H-NMR(DMSO-d6)5: 

1.20(3H,t,J=7.0Hz), 1.37(9H,s), 1 .41 (3H,t,J=7.0Hz), 2.82(3H,d,J=4.8Hz), 3.12-3.1 7(2H,m), 3.73(3H,s), 4.28(2H,q, 
J=7.0Hz), 4.83(2H,s), 5.29(1 H.t.J-S.OHz), 5.46(2H,s), 7.11(1H,s), 7.23(1H,s), 7.53(1H,s), 8.21 (1 H,q,J=4.8Hz), 8.55 
(1H,s), 9.18(1H,brs), 9.80(1 H.brs). 
MS:m/e(ESI)481.3(MH+) 
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Example 108 

2-[2-(3-tert-Butyl-5-ethylamino-4-m^ 
5-carboxylic acid methylamide hydrobromide 

[1017] 




1H-NMR(DMSO-d6)5: 

1.20(3H,t,J=7.0Hz), 1.37(9H,s), 2.78(3H,d,J=4.6Hz), 2.92(6H,s), 3.12-3.19(2H l m), 3.72(3H,s), 4.73(2H,s), 5.28(11-1,1, 
J=5.8Hz), 5.42(2H,s), 7.1 0(1 H,s), 7.1 5(1 H,s), 7.23(1 H,s), 8.06(1 H,s), 8.37(1 H.q.J^.SHz), 8.92(1 H.brs), 9.52(1 H.brs). 
MS:m/e(ESl)480.3(MH+) 

Example 109 

2-[2-(3-fe/t-Butyi-5-ethoxy-4-hydrQxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro 
acid methylamide hydrobromide 

[1018] 




CH 3 

1H-NMR(DMSO-d6)5: 

1 .36-1 .43(1 5H,m), 2.82(3H l d,J=4.6Hz), 4. 1 2(2H,q,J=7.0Hz), 4.28(2H,q ) J=7.0Hz), 4.83(2H,s), 5.45(2H,s), 7.43(1 H,s), 

7.51 (1H,s), 7.53(1 H,s), 8.20(1 H,q,J=4.6Hz), 8.55(1 H,s). 

MS:m/e(ESI)468.2(MH+) 
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Example 110 

2-tert-Butyl-6-ethoxy-4-[2-(5-ethoxy-1^ 
ethylcarbamate hydrobromide 

[1019] 




1H-NMR(DMSO-d6)5: 

1.09(3H,t,J=7.0Hz), 1.31(3H,t,J=7.0Hz), 1.34(9H,s), 1 .42(3H,t,J=7.0Hz), 2.82(3H,d,J=4.8Hz), 3.05-3.1 1 (2H,m), 4.07 
(2H,q,J=7.0Hz), 4.28(2H,q,J=7.0Hz), 4.85(2H,s), 5.51(2H,s) ( 7.52(1 H,s), 7.54(1 H,s), 7.57(1 H,s), 7.86(1 H,t,J=6.0Hz), 
8.21(1H,q,J=4.8Hz), 8.55(1 H,s). 
MS:m/e(ESI)539.4(MH+) 

Example 111 

2-terf-Butyl-6-(3-cyano-propoxy)-4-[2-(5 > 6-diethoxy-7- fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl 
methanesulfonate hydrobromide 

[1020] 




1H-NMR(DMSO-d6)5: 

1.29(3H,t,J=7.0Hz) f 1 .40(3H,t,J=7.0Hz), 1 .44(9H,s), 2.1 0-2.1 7(2H,m), 2.69(2H,t,J=7.2Hz), 3.67(3H,s), 4.12(2H,q, 
J=7.0Hz), 4.21 (2H,q,J=7.0Hz), 4.82(2H,s), 5.53(2H,s), 7.35(1 H,s), 7.63(1 H,s), 7.66(1 H.s), 9.08(1 H,brs), 9.32(1 H,brs). 
MS:m/e(ESI)590.2(MH+) 
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Example 112 

1 -(3-fe/t-Butyl-4-methoxy-5-piperazin-1 -yl-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2- yl)- 



ethanone dihydrochloride 
[1021] 



NH.HCI 



H 3 C. 



H 3 C 



I 



H3C CH, 




1H-NMR(DMSO-d6)5: 

1.29(3H,t,J=7.0Hz), 1.37(9H,s), 1 ,40(3H,t,J=7.0Hz), 3.21 (4H,brs), 3.32(4H,brs), 3.94(3H,s) t 4.11 (2H,q,J=7.0Hz), 4.21 
(2H,q,J=7.0Hz), 4.79(2H,s), 5.55(2H,s), 7.34(1 H,s), 7.50(1 H,s), 7.64(1 H,s), 9.04-9.1 6(3H,m), 9.40(1 H.brs). 
MS:m/e(ESI)527.3(MH+) 

Example 113 

2-(2-{3-terf-Butyl-4-methoxy-5-[(2-methoxy^ 

2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 
[1022] 




1H-NMR(DMSO-d6)5: 

1.36(9H,s), 2.77(3H,d,J=4.0Hz) > 2.80(3H,s), 2.91 (6H,s), 3.18(3H,s), 3.20-3.48(4H ) m), 3.81 (3H,s), 4.73(2H,s), 5.43 

(2H,s), 7.15(1H,s), 7.50(11-1,8), 7.53(1H,s), 8.06(1H,s), 8.36(1 H,q,J=4.0Hz). 

MS:m/e(ESI)524.3(MH+) 
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Example 114 

1-[3-tert-Butyl-5-(2-hydroxyethylamino)-4-m 



2-yl)-ethanone hydrochloride 
[1023] 




1H-NMR(DMSO-d6)5: 

1.38(3H,t,J=6.8Hz), 1 .45(9H,s), 1 .50(3H,t,J=6.8Hz), 

3.44(2H,t,J=5.4Hz), 3.83(2H,t,J=5.4Hz), 3.89(3H,s), 4.1 8(2H,q,J=6.8Hz), 4.24(2H,q,J=6.8Hz), 4.91 (2H,s), 5.49(2H,s), 

7.21 (1H,s), 7.55(1 H,d,J=2.0Hz), 7.66(1 H,d,J=2.0Hz). 

MS:m/e(ESI)502.3(MH+) 

Example 115 

1-{3-te^Butyl-5-[(2"hydroxyethyl)-methylamino]-4-methoxy-phenyl}-2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro- 
isoindol-2-yl)-ethanone dihydrochloride 

[1024] 




1H-NMR(DMSO-d6)5: 

1 .36(3H,t,J=6.8Hz), 1 .44(9H,s), 1 .49(3H,t l J=6.8H2) 1 3.04(3H,brs), 3.38-3.75(4H,m), 3.95(3H,s), 5.49(2H f s), 7.21 (1 H, 

S), 7.77-7.95(2H,m). 

MS:m/e(ESI)516.4(MH+) 
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Example 116 

2^2-[3-tert-Butyl-5-(3 t 4-dihydro^ 
isoindole-5-carboxylic acid methylamide trifluoroacetate 

[1025] 




OH 

1H-NMR(DMSO-d6)S: 

1.37(9H,s), 1.41(3H,t,J=6.8Hz), 2.82(3H,d J J=4.8Hz), 2.88-2.95(2H,m), 3.50-3.59(2H l m), 3.61 (3H,s), 4.02{2H,brs) t 
4.28(2H,q,J=6.8Hz), 4.83(2H,s), 5.37-5.60(2H,m), 7.29(1H,s), 7.3B(1H,s), 7.54(1H,s), 8.12-8.28(1 H,m), 8.55(1H,s), 
9.14(1H,brs), 9.82(1H,brs). 

Example 117 

1-[3-te/t-Butyl-5-((3R t 4R)-3-hydroxy-4-methoxypyrrolidin-1-yl)-4-methoxy-phenyl]-2^ 
1 ,3-dihydro-isoindol-2-yl)-ethanone trifluoroacetate 

[1026] 





OH 



1H-NMR(DMSO-d6)6: 

1.29(3H,t,J=7.2Hz), 1.37(9H,s) l 1 .39(3H,t,J=7.2Hz), 2.91-2.99(1 H,m), 3.03-3.1 2(1 H,m), 3.30(3H,s), 3.40-3.58(2H > m), 



CH 3 
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3.63(3H,s), 3.71-3.79(11-1^), 4.10(2H,q,J=7.2Hz), 4.10-4.30(3H,m), 4.78(2H,s), 5.38-5.60(2H,m), 7.30(1H,s), 7.33 
(1H,s), 7.41 (1H,s), 8.99-9.1 2(1 H,m), 9.20-9.40(1 H,m). 

Example 118 

1-(3-tert-Butyl-4-hydroxy-5-morpholino-ph ethanone 
hydrochloride 

[1027] 




1H-NMR(DMSO-d6)5: 

1.29(3H,t,J=7.0Hz), 1.38-1 .41 (12H,m), 2.78-2.79(4H,m), 3.81-3.83(4H,m), 4.11 (2H,q,J=7.0Hz), 4.21 (2H,q,J=7.0Hz), 
4.79(2H,s), 5.44(2H,s), 7.33(1 H,s), 7.67(1 H,s), 7.73(1 H,s), 9.03(1 H.brs), 9.20(1 H.brs), 9.28(1 H,brs). 
MS:m/e(ESI)514.3(MH+) 

Example 119 

1 -{3-terf-Butyl-5-[ethyl-(2-hydroxyethyl)-amino]-4-methoxy-phenyl}-2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro- 
isoindol-2-yl)-acetyl hydrochloride 

[1028] 




N v 

( ^ — OH 

CH3 

1H-NMR(DMSO-d6)6: 

0.96(3H,t,J=6.4Hz), 1 .28(3H,t,J=6.8Hz), 1.37(9H,s), 1 .39(3H,t,J=6.8Hz), 3.14-3.26(4H,m), 3.47(2H,t,J=6.0Hz), 3.84 
(3H,s), 4.11(2H,q,J=6.8Hz), 4.20(2H,q,J=6.8Hz), 4.79(2H,s), 5.61(2H,s), 7.33(1H,s) f 7.55(1H,s), 7.60(1H,s), 9.10(IH, 
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brs), 9.57(1 H.brs). 
Example 120 

2-(2-{3-te/t-Butyl-5-[(2-hydroxyethyl)-methylamino]-4- methoxy'phenyi}-2-oxo-ethyl)-6-dimethylamino-3-imino- 
2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide dihydrochloride 

[1029] 




1H-NMR(DMSO-d6)8: 

1 .36(9H,s), 2.75(3H,d,J=4.0Hz), 2.81 (3H,s), 2.91 (6H,s), 3.1 7(2H,t,J=5.6Hz), 3.52(2H,t,J=5.4Hz), 4.73(2H,s), 5.52(2H, 
s), 7.15(1H,s), 7.53(1H,s), 8.10(1H,s), 8.38(1 H,q,J=4.0Hz) f 9.1 7(1 H.brs), 9.65(1 H.brs). 

Example 121 

1 -{3-te^^Butyl-5-[(3hydroxypropyl)-methylamino]-4-methoxy-pheny^}-2-(5 > 6-diethoxy-7-fluoro-1-^mino-1 ,3-dihydro- 
isoindol-2-yl)-ethanone dihydrochloride 

[1030] 




1H-NMR(DMSO-d6)5: 

1.28(3H,t,J=6.8Hz), 1.36(9H,s), 1 .39(31-1,^=6.81^), 1 .61 (2H,t,J=6.4Hz), 2.75(3H,s), 3.14(2H,t,J=6.4Hz), 3.38(2H,t, 
J=6.4Hz), 3.82(3H,s), 4.11 (2H,q,J=6.8Hz), 4.20(2H ( q,J=6.8Hz), 4.79(2H l s),5.55(2H > s), 7.33(1 H,s), 7.51 (1H,s), 7.54 
(1H,s), 9.08(1 H.brs), 9.45(1 H.brs). 
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Example 122 

1-{3-tertButyJ-5-[(2-hydroxyethyQ^ 



1 ^-dihydro-isoindol^-yQ-ethanone dihydrochloride 



[1031] 




1H-NMR(DMSO-d6)5: 

1.29(3H,t,J=7.2Hz), 1.36(9H,s), 1 .39(3H,t,J=7.2Hz), 3.15(3H,s), 3.28(2H,t,J=6.0Hz), 3.20-3.78(4H,m), 3.46(2H,t, 
J=6.0Hz), 3.82(3H,s), 4.12(2H,q,J=7.2Hz), 4.21 (2H,q,J=7.2Hz), 4.79(2H,s), 5.51(2H,s), 7.33(1H,s), 7.51(1H,s), 7.58 
(1H,s), 9.06(1 H,brs), 9.39(1 H.brs). 

Example 123 

1-(3-Amino-5-fert-butyl-4H7iethoxy-phen^^^ 
hydrobromide 

[1032] 




1H-NMR(DMSO-d6)5: 

1 .38(3H,t,J=7.2Hz) J 1 .43(9H,s) t 1 .50(3H,t,J=7.2Hz) ( 3.85(3H,s), 4.1 7(2H,q,J=7.2Hz), 4.24(2H,q,J=7.2Hz), 4.82(2H,s), 

5.39(2H,S), 7.19(1H,s), 7.44(1 H,d,J=2.0Hz), 7.48(1 H,d,J=2.0Hz). 

MS:m/e(ESI)458.2(MH+) 
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Example 124 

2-[2-(3-tert-Butyl-5-isopropylamino-4^ H-isoindoie- 



5-carboxylic acid methylamide hydrobromide 
[1033] 




1H-NMR(DMSO-d6)5: 

I.I^BH.cW^e.OHz), 1.36(9H,s), 1 .41 (3H,t,J=7.2Hz), 2.82(3H,d,J=4.4Hz), 3.60-3.78(1 H,m), 3.71(3H,s), 4.28(2H,q, 
J=7.2Hz), 4.83(2H ! s) > 4.90(1 H,d,J=6.0Hz), 5.46(2H,s), 7.14(1H,s), 7.22(1H,s), 7.53(1H,s), 8.20(1 H,d,J=4.4Hz), 8.55 
(1H,s). 

Example 125 

1-[3-tert-Butyl-5-((3S,4S)-3-hydroxy-4-m 

1 ,3-dihydro-isoindol-2-yl)-ethanone trifluoroacetate 

[1034] 




1H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=7.2Hz), 1 .37(9H.s), 1 .39(3H,t,J=7.2Hz), 2.91 -2.99(1 H,m), 3.03-3.1 2(1 H,m), 3.30(38,8), 3.40-3.58(2H,m), 
3.63(3H.s). 3.71-3.79(1 H,m), 4.10(2H,q,J=7.2Hz), 4.10-4.30(3H,m), 4.78(2H,s), 5.38-5.60(2H,m) t 7.30(1H,s), 7.33 
(1H,s), 7.41 (1H,s), 8.99-9.1 2(1 H.m), 9.20-9.40(1 H,m). 
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MS:m/e(ESI)558.3(MH+) 
Example 126 

1-[3-te/t-Butyl-5-((3S ( 4S)-3,4-dim^ 

1 ,3-dihydrcHsoindol-2-yl)-ethanone hydrobromide 

[1035] 




1H-NMR(DMSO-d6)5: 

1.28(3^=7.2^), 1 .37(9H,s), 1 .39(3H,t,J=7.2Hz), 3.03-3.1 6(2H,m), 3.29(6H,s), 3.36-3.52(2H,m), 3.64(3H,s), 3.91 
(2H,brs), 4.11(2H,q,J=7.2Hz), 4.21 (2H,q,J=7.2Hz), 4.78(2H,s), 5.36-5.62(2H,m), 7.33(2H,s) l 7.44(11-1,3), 8.95-9.35 
(2H,m). 

MS:m/e(ESI)572.4(MH+) 
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Example 127 

(4-{3-terf-Butyl-542-(5 > 6-diethoxy-74luorQ-1-imino-1,3-dihydroHSoindol-2-yl)-ace^ 
1-yl)-acetic acid dihydrochloride 

[1036] 




OH 



1H-NMR(DMSO-d6)S: 

1.29(3H,t,J=7.0Hz), 1.38(9H,S), 1 .40(3H,t,J=7.0Hz), 3.10-3.69(1 OH, m), 3.93(3H,s), 4.12(2H,q,J=7.0Hz), 4.21(2H,q, 
J=7.0Hz), 4.22(2H,brs), 4.80(2H,s), 5.54(2H,s), 7.34(1 H,s), 7.49(1 H,s), 7.64(1 H,s), 9.1 0(1 H,brs), 9.40(1 H,brs). 
MS:m/e(ESI)585.3(MH+) 
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Example 128 

4^3-tertButyl-5-[2-(5,6-diethoxy-7-fl^ 



1 -carboxylic acid ethylamide hydrobromide 
[1037] 




1H-NMR(DMSO-d6)5: 

1 .01 (3H,t,J=7.0Hz), 1 .30(3H,t,J=7.0Hz) ( 1 -37(9H,s), 1 .40(3H,t,J=7.0Hz), 2.93(4H,brs), 3.02-3.08(2H,m), 3.49(41-1,^8), 
3.95(3H,s), 4.12(2H,q,J=7.0Hz), 4.22(2H,q,J=7.0Hz), 4.79(2H,s), 5.48{2H,s), 7.34(1H,s), 7.50(1H,s), 7.60(1H,s). 
MS:m/e(ESI)598.3(MH+) 
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Example 129 

1-(4-{3-fe/t-Butyl-5-[2-(5 t 6-dieth^^ 



1-yl)-propan-1-one hydrobromide 
[1038] 




N 



CH3 



K 

O ( 




1H-NMR(DMSO-d6)5: 

1.00(3H,t,J=7.0H2) l 1.29(3H,t,J=7.0Hz), 1.37(9H,s), 1 .40(3H,t,J=7.0Hz), 2.36(2H,q,J=7.0Hz) > 2.94(2H,brs), 2.98(2H, 
brs), 3.66(4H,brs), 3.96(3H,s), 4.11(2H,q J J=7.0Hz) l 4.21(2H,q ) J=7.0Hz), 4.79(2H,s), 5.47(2H,s), 7.34(1H,s), 7.50(1H, 
d,J=2.0Hz), 7.61(1H,d,J=2.0Hz) > 9.06(1 H.brs), 9.28(1 H.brs). 
MS:m/e(ESI)583.4(MH+) 

Example 130 

1 -(3,5-Di-fe/t-butyl-4-hydroxy-phenyl)-2-(1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1 039] 1 H-NM R(DMSO-d6)5: 

1.60(18H,s), 4.83(2H,S) 1 5.50(2H,s), 7.62-7.83(5H,m), 8.05(1H,s), 8.13-8.22(1 H,m), 9.21 (1 H.brs), 9.90(1 H.brs). 



1-(3,5-Di-teff-butyl-4-hydroxy-phenyl)-2-(1-iminO'5- methoxy-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1040] 1H-NMR(DMSO-d6)5: 

1.41(18H,s), 3.88(3H 1 s) > 4.78(2H,s), 5.46(2H,s), 7.24(1 H,d,J=8.8Hz), 7.35(1 H,s), 7.77(2H,s), 8.10(1 H,d,J=8.8Hz), 
9.04(1 H.brs), 9.71(1H,brs). MS:m/e(ESI)409.1(MH+) 



N^2-[2-(3,5-Di-fert-butyl-4-hydroxy-phenyl)-2-oxo^ 
hydrobromide 

[1041] 1H-NMR(DMSO-d6)5: 

1.41(18H,s), 2.10(3H,s), 4.77(2H t s), 5.49(2H,s), 7.59-7.71 (2H,m), 7.76(2H,s), 8.01-8.12(1 H,s), 8.68(1H,s), 9.19(1H, 
brs), 9.99(1 H.brs), 1 0.37(1 H,s). MS:m/e(ESI)436.1(MH+) 



Example 131 



Example 132 
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Example 133 

N42-[2-(3,5-Di-fetf-butyl-4-hydrox 
hydrobromide 

[1042] 1 H-NMR(DMSO-d6)8: 

1 .42(1 8H.s), 2.12(3H,s), 4.81 (2H,s), 5.47(2H,s), 7.69(1 H,d,J=8.4Hz), 7.77(2H,s), 8.00-8.20(3H,m), 9.07(1 H,brs), 9.76 

(1H,brs), 10.51 (1H,s). 

MS:m/e(ESI)436.1(MH+) 

Example 134 

N^2-[2-(3,5-Di-fert-butyl-4-hydroxy-pheny^^ 
hydrobromide 

[1043] 1H-NMR(DMSO-d6)5: 

1.42(18H,s), 3.11(3H,s), 4.80(2H,s), 5.50(2H,s), 7.53(1H,d,J=8.8Hz) l 7.73(1 H,d,J=8.8Hz), 7.75(2H,s), 8.08(1H,s), 

9.22(1 H.brs), 1 0.02(1 H.brs). 

MS:m/e(ESI)472.1(MH+) 

Example 135 

N-{2-[2-(3,5-Di-tertbutyl-4-hydroxy-phenyl)-2-ox 
hydrobromide 

[1044] 1 H-NMR(DMSO-d6)5: 

1.40(18H,s), 3.16(3H lS ), 4.81 (2H,s), 5.46(2H,s), 7.37(1 H,d,J=8.8Hz), 7.50(1 H,s), 7.76(2H,s), 8.10(1 H,d,J=8.8Hz), 

9.07(1 H,brs), 9.97(1 H.brs). 

MS:m/e(ESI)472.1(MH+) 

Example 136 

1 -(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-(1 -imino-6-isopropoxy-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1045] 1 H-NMR(DMSO-d6)5: 

1 .32(6H.d.J=6.0Hz), 1 .42(1 8H.s), 4.52-4.70(1 H.m), 4.76(2H.s), 5.49(2H.s), 7.33(1 H.d.J=8.4Hz), 7.64(1 H.d.J=8.4Hz), 

7.77(2H.s), 7.82(1 H.s.), 9.21 (1 H.brs), 9.78(1 H.brs). 

MS:m/e(ESI)437.1(MH+) 

Example 137 

1 -(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-(1 -imino-5-isopropoxy-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1 046] 1 H-NM R(DMSO-d6)5: 

1 .31 (6H.d.J=6.0Hz), 1 .42(1 8H.s), 4.68-4.81 (1 H.m), 4.77(2H.s), 5.47(2H.s), 7.1 9(1 H.d.J=9.6Hz), 7.32(1 H.s), 7.77(2H. 

s.), 8.02-8.1 9(3H.m), 9.03(1 H.brs), 9.70(1 H.brs). 

MS:m/e(ESI)437.2(MH+) 

Example 138 

1-(3,5-Di-fert4)utyl-4-hydroxy-phenyl)^ 
hydrobromide 

[1047] 1H-NMR(DMSO-d6)5: 

1.42(18H.s), 3.32(3H.s), 3.71 (2H.t.J=4.4Hz), 4.1 7(2H.t.J=4.4Hz), 4.77(2H.s), 5.51 (2H.s), 7.40(1 H.d.J=8.4Hz), 7.67 

(1H.d.J=8.4Hz), 7.78(2H.s), 7.85(1 H.m), 8.08(1 H.brs), 9.24(1 H.brs), 9.80(1 H.s). 

MS:m/e(ESI)453.2(MH+) 
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Example 139 

1-(3,5-Di-tert-butyl-4-hydroxy-phe^^ 
hydrobromide 

[1048] 1H-NMR(DMSO-d6)5: 

1.42(18H.s), 3.30(3H.s), 3.66-3.75(2H.m.), 4.19-4.31(2H.m.), 4.78(2H.s), 5.47(2H.s), 7.24(1 H.d.J=8.8Hz), 7.35(1H. 

s), 7.77(2H.s), 8.07(1 H.brs), 8.10(1H.d.J=8.8Hz), 9.06(1 H.brs), 9.74(1 H.s). 

MS:m/e(ESI)453.1(MH+) 

Example 140 

N-{242-(3 a 5-Di>te/t-butyl-4-hydroxy-phenyl)'2-oxo-ethyl]-1-imino-2,3-dihydro-1HHSoindol-5 
hydrobromide 

[1049] 1H-NMR(DMSO-d6)5: 

1.40(18H,S), 2.48(3H,s), 3.25(3H,s), 4.85(2H,s), 5.51(2H,s), 7.66(1 H,d,J=9.0Hz), 7.76(3H,s), 8.10(1H,s), 8.21(1H,d, 

J=9.0Hz), 9.26(1 H,s), 9.94(1 H,s). 

MS:m/e(ESI)450.2(MH+) 

Example 141 

N ^2- [2 - (3, 5-Di-fert-butyl-4- hydroxy-phenyl) -2-^^ 
hydrobromide 

[1050] 1H-NMR(DMSO-d6)5: 

1.40(18H,s), 2.48(3H,s), 3.25(3H,brs), 4.86(2H,s), 5.53(2H,s), 7.75-7.83(2H,m), 8.10(1H,s), 8.16(1H,s), 9.29(1 H,s), 
9.94(1 H.s). 

MS:m/e(ESI)450.2(MH+) 
Example 142 

{2-[2-(3 t 5-Di-tert-butyl-4-hydroxy-phenyl)-2-oxo- ethyl]-3-imino-2,3-dihydro-1HHSoindol-5-yl)-urea hydrobromide 
[1051] 1H-NMR(DMSO-d6)S: 

1 .40(1 8H,s), 4.74(2H,s), 5.49(2H,s), 6.1 2(2H,s), 7.54-7.62(2H,m) f 7.77(2H,s), 8.08(1 H,s), 8.43(1 H,s), 9.07(1 H,s), 9.21 
(1H,s), 9.94(1H,s). 

Example 143 

{2-[2-(3,5-Di-te^butyl-4-hydroxy'phenyl)-2-oxo-ethyl]-1-imino-2,3-dihydro-1H-isoindol-5-yl}-urea hydrobromide 
[1052] 1H-NMR(DMSO-d6)5: 

1 .41 (1 8H,s), 4.76(2H,s), 5.43(2H,s) t 6.1 9(2H,s), 7.48(1 H,d,J=7.7Hz), 7.57(2H,s), 7.97(1 H,s), 8.0(1 H,d,J=7.7Hz), 8.07 
(1H,s), 8.98(1^5), 9.22(1 H,s), 9.66(1 H,s). 

Example 144 

1 -(3,5-Di-terf-butyl-4-hydroxy-phenyl)-2-(1 -imino-7-isopropoxy-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1053] 1H-NMR(DMSO-d6)5: 

1 .40(6H.d.J=7.6Hz), 1 .42(1 8H.s), 4.78(2H.s), 4.87-5.02(1 H .m), 5.49(2H.s), 7.26(1 H.d.J=8.4Hz), 7.30(1 H.d.J=8.4Hz), 

7.82(1 H.t.J=8.4Hz), 7.77(2H.s), 8.04(1 H.brs), 8.08(1 H.s), 9.22(1 H.brs). 

MS:m/e(ESI)437.2(MH+) 
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Example 145 

1 -(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-(1 -imino-6-methoxy-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1054] 1 H-NMR(DMSO-d6)8: 

1.42(18H.s), 3.84(3H.S), 4.77(2H.s), 5.52(2H.s), 7.38(1 H.d.J=8.4Hz), 7.67(1 H.d.J=8.4Hz), 7.78(2H.s), 7.86(1 H.s) f 

8.08(1 H.brs), 9.25(1 H.brs), 9.85(1 H.brs). 

MS:m/e(ESI)409.1(MH+) 

Example 146 

1 -(3,5-Di-fe/t-butyl-4-hydroxy-phenyl)-2-(6-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1055] 1H-NMR(DMSO-d6)6: 

1 .41 (1 8H.s), 4.85(2H.s), 5.52(2H.s), 7.71 (1 H.dd.J=8.8 and 8.4Hz), 7.77(2H.s), 7.80-7.88(1 H.m.), 8.06(1 H.d.J=8.8Hz). 
MS:m/e(ESI)397.2(MH+) 

Example 147 

1 -(3,5-Di-ferf-butyl-4-hydroxy-phenyl)-2-(5-fIuoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1056] 1 H-NMR(DMSO-d6)5: 

1.41(18H.s), 4.86(2H.s), 5.51(2H.s), 7.52-7.61 (1 Km.), 7.69(1 H.d.J=8.4Hz), 7.77(2H.s), 8.22-8.31 (1 H.m.), 9.24(1H. 

brs), 9.92(1 H.brs). 

MS:m/e(ESI)397.1(MH+) 

Example 148 

l-tS.S-Di-tert-butyl^-hydroxy-phenyO^-tS-imino-SJ- dihydro-pyrrolo[3,4-b]pyrtdin-6-yl)-ethanone dihydrobromide 
[1057] 1 H-NMR(DMSO-d6)5: 

1.40(18H ( s), 4.91(2H f s), 5.58(2H,s), 7.75(1 H,dd,J=7.1 ,4.8Hz), 7.78(2H,s), 8.08(2H,s), 8.67(1 H,d,J=7.1), 8.94(1H,d, 

J=4.8Hz), 9.56(1 H,s), 1 0.27(1 H,s). 

MS:m/e(ESI)380.1(MH+) 

Example 149 

1-(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-[1-imino-6-(2-methoxy-1,1-dimethyl-ethoxy)-1,3-dihydro-isom 
ethanone hydrobromide 

[1058] 1 H-NMR(DMSO-d6)6: 

1.22(6H.s), 1.41(18H.S), 3.16(3H.s), 3.91(2H.s), 4.77(2H.s), 5.49(2H.brs), 7.41 (1 H.d.J=8.0Hz), 7.67(1 H.d.J=8.0Hz), 

7.77(2H.s), 7.85(1 H.s.), 8.09(1 H.brs), 9.22(1 H.brs), 9.95(1 H.brs). 

MS:m/e(ESI)481.3(MH+) 

Example 150 

1 -(3,5-Di-terf-butyl-4-hydroxy-phenyl)-2-[6-(2-hydroxy-1 ,1 -dimethyl-ethoxy)-1 -imino-1 ,3-dihydro-isoindol-2-yl]- 
ethanone hydrobromide 

[1059] 1H-NMR(DMSO-d6)8: 

1.23(6H.s), 1.41(18H.s), 3.79(2H.s), 4.75(1 H.s), 4.77(2H.s), 5.49(2H.s), 7.39(1 H.dd.J=8.4and2.4Hz), 7.66(1 H.d. 

J=8.4Hz), 7.77(2H.s), 7.83(1 H.brs.), 8.08(1 H.brs), 9.21(1 H.brs), 9.75(1 H.brs). 

MS:m/e(ESI)467.2(MH+) 
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Example 151 

1- (3,5-Di-tertbutyl-4-hydroxy-pheny^^ hydrobromide 
[1060] 1H-NMR(DMSO-d6)5: 

1 .00(6H.d J=6.8Hz), 1 .41 (1 8H.S), 2.00-2.1 3(1 H.m), 3.81 (2H.d J=6.8Hz), 4.77(2H.s), 5.50(2H.s), 7.38(1 H.d. J=8.8Hz), 
7.65(1 H.d.J=8.0Hz), 7.77(2H.s), 7.84(1 H.s.), 8.08(1 H.brs), 9.22(1 H.brs), 9.78(1 H.brs). 
MS:m/e(ESI) 451.2 (MH+) 

Example 152 

Methyl 2-[2-(3,5-di-te^butyl-4-hydroxy-phenyl)-2^ 
hydrobromide 

[1 061 ] 1 H-NM R(DMSO-d6)5: 

1 .41 (1 8H,s), 3.92(3H,s), 4.96(2H,s), 5.53(2H,s), 7.77(2H,s), 7.92(1 H,d,8.0Hz), 8.09(1 H,s), 8.36(1 H,d,8.0Hz), 8.91 (1 H, 

s), 9.39(1 H,s), 1 0.09(1 H,s). 

MS:m/e(ESI)437.1(MH+) 

Example 153 

2- [2-(3,5-Di-ferf-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-3-imino-2,3-dihydro-1 H-isoindole-5-carboxamide hydrobromide 
[1062] 1H-NMR(DMSO-d6)8: 

1.41(18H,s), 4.92(2H,s), 5.54(2H,s), 7.67(1H,s), 7.78(2H,s), 7.96(1 H,d,J=8.0Hz), 8.09(1H,s), 8.20(1H,s), 8.25{1H,d, 

J=8.0Hz), 8.77(1H,s), 9.34(1H,s), 10.01(1H,s). 

MS:m/e(ESI)422.1(MH+) 

Example 154 

2-[2-(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-oxo-e^ hydrobromide 
[1 063] 1 H-NMR(DMSO-d6)S: 

1.41(18H,s), 4.92(2H,s), 5.54(2H,s), 7.70(1H,s), 7.78(2H,s), 8.10(1H,s), 8.12(1 H,d,7.8Hz), 8.21(1H,s), 8.22(1H,s), 

8.27(1 H,d,7.8Hz), 9.34(1 H,s), 10.01(1H,s). 

MS:m/e(ESI)422.2(MH+) 

Example 155 

2-(4or5-Cyano-2-imino-3'propyl-pyrrolidin-1-yl)-1-(3 ) 5-di-fe/t'butyl-4-hydroxy-phenyl)-ethanone hydrobromide 
[1 064] 1 H-NM R(DMSO-d6)S: 

1.40(18H,s), 4.98(2H,S), 5.55(2H,s), 7.78(2H,s), 8.02(1 H,d,J=8.4Hz), 8.10(1H,s), 8.28(1 H,d,J=8.4Hz), 8.67(1 H,s), 
9.48(1H,s),10.06(1H l s) l B:1.40(18H,s) J 4.94(2H,s),5.55(2H J s), 7.78(2H,s), 8.10,(1 H,s), 8.1 8(1 H,d,J=8.4Hz), 8.32(1 H, 
s), 8.3B(1H,d,J=8.4Hz), 9.48(1H,s), 10.17(1H,s). 
MS:m/e(ESI)404.1(MH+) 

Example 156 

1 -(3,5-Di-fert-butyl-4-hydroxy-phenyl)-2-(6-hydroxy-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1065] 1H-NMR(DMSO-d6)5: 

1.41(18H.s), 4.71(2H.s), 5.48(2H.s), 7.20(1 H.d.J=8.4Hz), 7.48-7.59(2H.m), 7.77(2H.s), 8.05(1 H.brs), 9.12(1 H.brs), 

9.77(1H.brs), 10.22(1H.s). 

MS:m/e(ESI)395.1(MH+) 



223 



EP 1 391 451 A1 

Example 157 

1 -(3,5-Di-ferf-butyl-4-hydroxy-phenyl)-2-(5-hydroxy-1 -imino-1 .S-dihydro-isoindol^-yQ-ethanone hydrobromide 
[1066] 1 H-NMR(DMSO-d6)5: 

1.41(18H.s), 4.72(2H.s), 5.42(2H.s) J 7.02(1 H.d.J=8.4Hz), 7.07(1 H.s), 7.76(2H.s), 8.00(1 H.d.J=8.4Hz), 8.05(1 H.brs), 

8.93(1 H.brs), 9.60(1 H.brs), 10.78(1 H.brs). 

MS:m/e(ESI)395.1(MH+) 

Example 158 

1 -(3,5-Di-fert-butyl-4-hydroxy-phenyl)-2-[1 -imino-6-(2-methoxy-1 -methyl-ethoxy)-1 ,3-dihydro-isoindol-2-yl]-ethanone 
hydrobromide 

[1067] 1 H-NMR(DMSO-d6)5: 

1.26(3H,d,J=6.0Hz), 1.42(1 8H,s), 3.29(3H s s), 3.46-3.57(2H,m), 4.60-4.68(1 H,m), 4.76(2H,s), 5.51 (2H,s), 7.37(1 H,dd, 
J=8.4and2.4Hz), 7.65(1 H,d,J=8.4Hz), 7.78(2H,s), 7.87(1 H,brs), 8.05(1 H t brs), 9.22(1 H.brs), 9.79(1 H,brs). 
MS:m/e(ESI)467.2(MH+) 

Example 159 

2-[2-(3,5-Di-fert-butyl-4-hydroxy-ph^^ acid 
dimethylamide hydrobromide 

[1068] 1 H-NMR(DMSO-d6)S: 

1.40(18H,s), 2.94(3H,S), 3.03(3H,s), 4.91 (2H,s), 5.53(2H,s), 7.77(2H,s), 7.84(1 H,d,J=7.8Hz), 7.86(1 H,d,J=7.8Hz) J 

8.10(1H,s), 8.32(1H,s), 9.31(1H,s), 9.93(1H,s). 

MS:m/e(ESI)450.2(MH+) 

Example 160 

2- [2-(3,5-Di-fertbutyl-4-hydroxy-pheny^ acid 
hydrochloride 

[1069] 1 H-NMR(DMSO-d6)8: 

1.40(18H,s), 4.94(2H,s), 5.57(2H,s), 7.77(2H,s), 7.90(1 H,d,J=7.1 Hz), 8.09(1 H,s), 8.33(1 H,d,J=7.1 Hz), 8.91 (1H,s), 

9.53(1H,s), 10.13(1H,s), 13.53(1H,s). 

MS:m/e(ESI)423.1(MH+) 

Example 161 

3- {2-[2-(3,5-Di-tertbutyl-4-hydroxy-phe^ 
hydrobromide 

[1070] 1 H-NMR(DMSO-d6)5: 

1.40(18H,s), 2.95(6H,s), 4.75(2H,s), 5.49(1H,s), 7.61 (1 H,d,J=7.9Hz), 7.64(1 H,d,J=7.9Hz), 7.77(2H,s), 8.06(1 H,s), 

8.48(1H,s), 8.72(1H,s), 9.15(1H ( s), 9.88(1H,s). 

MS:m/e(ESI)465.2(MH+) 

Example 162 

2-(6-tert-Butyl-1 -imino-1 ,3-dihydro-isoindol-2-yl)-1 -(3,5-di-tert-butyl-4-hydroxy-phenyl)-ethanone hydrobromide 
[1071] 1 H-NMR(DMSO-d6)S: 

1.35(9H,s), 1.41(18H,s), 4.80(2H,s), 5.49(2H,s), 7.69(1 H,d,J=8.0Hz), 7.76(2H,s), 7.87(1 H,d,J=8.0Hz), 8.30(1 H,s), 
9.19(1H,brs), 9.83(1 H.brs). 



224 



EP 1 391 451 A1 

Example 163 

2-{2-[2-(3,5-Di-tertbutyl-4-hydroxy-phenyl)-2-oxo-eth^^ acid 
hydrobromide 

[1072] 1H-NMR(DMSO-d6)5: 

1.41(18H ( s), 1.55(3H,d,J=6.8Hz), 4.75(2H,s), 4.90(1 H,q,J=6.8Hz), 5.49(2H,s), 7.34(1 H,dd,J=8.8and2.4Hz), 7.65(1H, 

d,J=8.8Hz), 7.73(1 H,brs), 7.77(2H,s), 8.09(1 H.brs) 9.22(1 H.brs), 9.88(1 H.brs). 

MS:m/e(ESI)467.2(MH+) 

Example 164 

2-{2-r2-(3,5-Di-tertbutyl-4-hydroxy-phenyl)-2-oxo- ethyl]-3-imino-2,3-dihydro-1 H-isoindol-5-yloxy)-2-methyl- 
propanoic acid hydrobromide 

[1073] 1H-NMR(DMSO-d6)S: 

1.41(18H,s), 1.59(6H,s), 4.75(2H,s), 5.48(2H,s), 7.27(1 H,dd,J=8.4and2.4Hz), 7.65(1 H,d J J=8.4Hz) l 7.69(1 H,d ( 
J=2.4Hz), 7.77(2H,s), 8.08(1H,brs), 9.17(1H,s), 9.93(1H,s). 
MS:m/e (ESI) 481.2 (MH+) 

Example 165 

1 -(3,5-Di-te/t-butyl-4-hydroxy-phenyl)-2"(1-imino-6-methyl-1 ,3-dihydro-pyrrolo[3,4-c]pyridin-2-yl)-ethanone 
hydrochloride 

[1074] 1 H-NMR(DMSO-d6)8: 

1.41(18H,s), 2.64(3H,s), 4.93(2H,s), 5.58(2H s s), 7.78(2H,s), 8.06(1H,s), 8.09(1H,s), 8.94(1^5), 9.61 (1 H.brs), 10.27 
(1H,brs). 

MS:m/e(ESI)394.2 (MH+) 
Example 166 

1-(3,5-Di-fert-butyl-4-hydroxy-phenyl)-2-(7-im^ 
hydrochloride 

[1 075] 1 H-NM R(DMSO-d6)8: 

1.41(18H,s), 2.67(3H p s), 4.84(2H,s), 5.63(2H,s), 7.70(1H,d,J=8. 0Hz), 7.78(2H,s), 8.08(1 H.brs), 8.16(1H,d,J=8.0Hz), 

9.63(1 H.brs), 9.94(1 H.brs). 

MS:m/e(ESI)394.1(MH+) 

Example 167 

1-(7-re/t-Butvl-3,3-dimethyl-2 > 3-dihydrO'benzofuran-5-yl)-2-(1-imino-6-isopropoxy-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[1 076] 1 H-NM R(DMSO-d6)5: 

1 .30-1 .37(21 H,m), 4.39(2H,s), 4.59-4.71 (1 H,m), 4.77(2H,s), 5.48(2H,s), 7.34(1 H,d,J=8.8H), 7.65(1 H,d,J=8. 8Hz), 7.72 

(1H,s). 7.80(1 H,s), 7.82(1 H,s), 9.25(1 H.brs), 9.79(1 H,brs). 

MS:m/e(ESI)435.1(MH+) 

Example 168 

1 -(3,5-Di-ferr-butyl-4-hydroxy-phenyl)-2-(6-ethoxy-1 -imino-1 ) 3-dihydroHsoindol-2-yl)-ethanone hydrobromide 
[1077] 1H-NMR(DMSO-d6)5: 

1.38(3H,t,J=6.8Hz), 1.42(18H,s), 4.1 1 (2H,q,J=6.8Hz), 4.77(2H,s), 5.51 (2H,s), 7.36(1 H,dd t J=8.4and2.4Hz), 7.66(1 H, 

d,J=8.4Hz), 7.78(2H,s), 7.84(1 H,brs), 8.08(1 H,s), 9.22(1 H.brs), 9.81 (1 H,s). 

MS:m/e(ESI)423.1(MH+) 
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Example 169 

1 -(3,5-Di-terf-butyl-4-hydroxy-phenyl)~2'(5-ethoxy-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1078] 1H-NMR(DMSO-d6)S: 

1.36(3H,t,J=6.8Hz), 1.42(18H,s), 4.16(2H,q,J=6.8Hz), 4.78(2H,s), 5.49(2H,s), 7.21 (1 H,d f J=8.8Hz), 7.33(1 H,s), 7.78 

(2H,s), 8.05(1 H,s), 8.12(1H,d,J=8.8Hz), 9.08(1 H.brs), 9.75(1 H.brs). 

MS:m/e(ESI)423.2(MH+) 

Example 170 

1-(3,5-Di-fe^buty)-4-hydroxy-phenyl)-2-(1-im^ hydrobromide 
[1079] 1H-NMR(DMSO-d6)5: 

1 .25(6H,d,J=6.0Hz), 1 .38(6H,d,J=6.0Hz), 1 .42(1 8H,s), 4.64(1 H.qq.^e.OHz.e.OHz), 4.69(2H,s), 4,87(1 H 1 qq,J=6.0Hz > 
6.0Hz), 5.48(2H,s), 7.24(1 H,d,J=9.2Hz), 7.38(1 H i d i J=9.2Hz) l 7.76(2H,s), 8.05(1 H.brs). 

Example 171 

l^-P-^.S-Di-fe^butyM-hydroxy-phenyl^-oxo-e^ 
hydrobromide 

[1080] 1H-NMR(DMSO-d6)5: 

1.40(181-1,8), 2.67(3H,s), 4.74(2H,s), 5.48(2H,s), 7.55(1 H,d,J=8.4Hz), 7.59(1 H,d,J=8.4Hz), 7.77(2H,s), 8.06(1 H,s), 

8.44(1H,s), 8.97(1H,s), 9.15(1H,s), 10.40(1H,s). 

MS:m/e(ESI)451.2(MH-i-) 

Example 172 

Methyl {2-[2-(3,5-di-fe^butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-3-imino-2,3-dihydro-1H-isoindol-5-yl}-aceta^ 
hydrochloride 

[1081] 1H-NMR(DMSO-d6)5: 

1.40(18H,s), 3.64(3H,s), 3.88(2H,s), 4.83(2H,s), 5.54(2H,s), 7.70(1 H,d,J=8.0Hz), 7.73(1 H,d,J=8.0Hz), 7.78(2H,s), 
8.02-8.1 0(1 H,br), 8.13(1 H,s), 9.94(1H,s). 

Example 173 

{2-[2-(3,5-Di-tert-butyl-4-hydroxy-phenyQ acid 
hydrobromide 

[1 082] 1 H-NM R(DMSO-d6)5: 

1.40(18H,s), 3.74(2H,s), 4.83(2H,s), 5.55(2H,s) 1 7.69(1 H.d.J-B.OHz), 7.71 (1 H,d,J=8.0Hz) f 7.78(2H,s), 8.14(1H,s), 
9.94(1 H,s). 

Example 174 

1 -(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-(1 -imino-4-isopropoxy-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1083] 1H-NMR(DMSO-d6)5: 

1.36-1.50(24H,m), 4.79(2H,s), 4.87-4.98(1 H,m), 5.50(2H,s), 7.26(1 H,d I J=7.BHz) I 7.30(1 H,d,J=8.4Hz), 7.73(1 H,d, 
J=7.6Hz), 7.77(2H,s), 8.03(1 H.brs), 8.07(1 H.brs), 9.23(1 H.brs). 
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Example 175 

1 -(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-[1 -imino-6-(1 -methoxy-1 -methyl-ethyl)-1 > 3>dihydro-isoindol-2-yl]-ethanone 
hydrobromide 

[1084] 1 H-NMR(DMSO-d6)S: 

1.13(t,J=6.8Hz), 1.41(18H,s), 3.25(3H,s), 3.66(s), 4.12(q,J=6.8Hz), 5.12(2H,s), 5.54(2H,s), 7.78(2H,s), 7.79(1H,d, 
J=6.8Hz), 7.86(11-1,(^=6.81^), 8.39(1 H,s). 

Example 176 

Ethyl {2-[2-(3,5-di-fert-butyl-4-hydroxy^ 
hydrobromide 

[1085] 1 H-NMR(DMSO-d6)5: 

1.13(3H,t,J=6.8Hz), 1.41(18H,s), 3.38(3H,s), 4.12(2H,q,J=6.8Hz), 4.86(2H,s), 5.12(1H,s), 5.53(2H,s), 7.78(2H,m) I 
7.79-7.84(2H,s), 8.31 (1H,s). 

Example 177 

2-{2-[2-(3,5-Di-tertbutyl-4-hydroxy-phenylV2-o^^ acid 
hydrobromide 

[1086] 1 H-NMR(DMSO-d6)8: 

0.67(3H l d,J=6.5) > 1 .04(3H,d,J=6.5), 1 .1 7(1 H.t.^6.5), 1 .91 (1 8H,s), 2.25-2.36(1 H,m), 4.82(2H,s), 5.54(2H,s), 7.72(1 H, 

d,J=7.0), 7.75(1 H,d,J=7.0), 7.77(2H,s), 8.27(1H,s), 10.03(1H,s). 

MS:m/e(ESI)479.4(MH+) 

Example 1 78 

tert-Butyl 2-[2-(3 > 5-di-ferf-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-6-ethoxy-1-imino-2,3-dihydro-1H-isoindote 
5-carboxylate hydrobromide 

[1087] 1 H-NMR(DMSO-d6)S: 

1 .39(3H,t,J=6.8Hz), 1 .41 (1 8H,s), 1 .53(9H,s), 4.14(2H,q ( J=6.8Hz), 4.80(2H,s), 5.53(2H,s), 7.78(2H,s), 7.83(1 H,s), 8.02 
(1H,s). 

Example 179 

2-[2-(3,5-Di-re/t-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-6-ethoxy-1-imino-2,3-dihyd^ acid 
trifluoroacetate 

[1088] 1 H-NMR(DMSO-d6)6: 

1 .39(3H,t,J=6.8Hz), 1 .41 (1 8H,s), 4.15(2H,q,J=6.8Hz), 4.80(2H,s), 5.53(2H,s), 7.78(2H,s), 7.87(1 H,s), 8.05(1 H,s), 9.06 
(1H,s), 1 0.05(1 H,s). 

Example 180 

1 -(3,5-Di-te/t-butyl-4-hydroxy-phenyl)-2-(5,6-diethoxy-1 -imino-1 ^-dihydroHsoindol^-yQ-ethanone hydrobromide 
[1 089] 1 H-NM R(DMSO-d6)5: 

1 .25-1 .41 (24H,m), 4.08(2H,q,J=6.8Hz), 4,1 4(2H,q,J=6.8Hz), 4.71 (2H,s), 5.44(2H,s), 7.35(1 H,s), 7.75(2H,s), 7.81 (1 H, 
s), 9.05(1 H.brs), 9.59(1 H.brs). 
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Example 181 

1 -(3,5-Di-fer^butyi-4-hydroxy-phenyl)-2-(4,7-difluoro-1 -imino-1 t 3-dihydro-isoindol-2-yl)-ethanone trifluoroacetate 
[1090] 1H-NMR(DMSO-d6)5: 

4.77(2H,s), 5.19(2H,s), 7.49(1 H,m), 7.60(1 H.m), 7.68(2H,s). 
Example 182 

1- (3 > 5-Di-terf-butyl'4'hydroxy-phenyl)-2-[6-(2-hydroxy-1-methyl-ethoxy)-1 -imino-1 ,3-dihydro-isoindol-2-yl]-ethanone 
trifluoroacetate 

[1 091 ] 1 H-NM R(DMSO-d6)8: 

1 .25(3H,d,J=6.4H2), 1 .42(1 8H.s), 3.50-3.63(2H.m), 4.42-4.53(1 H.m), 4.76(2H.s), 4.95(1 H.t.J=5.6Hz), 5.50(2H .s), 7.36 
(1H.brd.J=8.8Hz), 7.64(1 H.d.J=8.8Hz), 7.78(2H.s), 7.84(1 H.brs), 8.08(1 H.brs), 9.21(1 H.brs), 9.78(1 H.s). 
MS:m/e(ESI)453.4(MH+) 

Example 183 

2- {2-[2-(3,5-Di-fertbutyl-4-hydroxy-phenyl)-2-oxo-eth^^ acid 
trifluoroacetate 

[1092] 1H-NMR(DMSO-d6)5: 

1.02(3H,t,J=6.8Hz), 1.42(18H,s), 1 .86-2.1 0(2H,m), 4.68-4.83(3H,m), 5.50(2H.s), 7.36(1 H,dd,J=8.4and0.8Hz), 7.67 

(1H,d,J=8.4Hz), 7.77(1H,s), 7.78(2H,s), 8.08(1 H,brs), 9.25(1 H.brs), 9.87(1H,brs). 

MS:m/e(ESI)481.3(MH+) 

Example 1 84 

{2-[2-(3,5-Di-tert-butyl-4-hydroxy-phenyQ acid 
trifluoroacetate 

[1093] 1H-NMR(DMSO-d6)S: 

1.41(18H,s), 3.38(3H,s), 4.83(2H,s), 4.99(1 H,s), 5.52(2H,s), 7.77-7.83 (2H,m) , 7.78 (2H, s) , 8.07(1 H.br), 8.32(1 H,s), 
9.29(1 H.brs), 9.95(1 H.brs). 

Example 185 

2-[2-(3 ) 5-Di-ferf-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2 > 3-dihydro-1 H-isoindole-5-carboxylic acid 
trifluoroacetate 

[1094] 1H-NMR(DMSO-d6)5: 

1 .37(3H,t t J=6.8Hz), 1 .41 (1 8H,s), 4.21 (2H,q,J=6.8Hz), 4.83(2H,s), 5.46(2H ,s), 7.53(1 H,s), 7.75(2H,s), 8.49(1 H,s), 9.16 
(1H,br), 9.78(1 H,br). 

Example 186 

2-{2-[2-(3,5-Di-terNbutyl-4-hydroxy-phenyl)-2-oxo-e^ 
acid trifluoroacetate 

[1095] 1 H-NMR(DMSO-d6)8: 

1 .41 (1 BH.s), 1 .69(3H,s), 3.1 8(3H,s), 4.83(2H,s), 5.52(2H,s), 7.78(3H,s), 7.86(1 H,d,J=8.0Hz), 8.07(1 H.br), 8.41 (1 H,s), 
9.32(1 H,s), 9.99(1 H,s). 
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Example 187 

N43-terf-Butyl-2-hydroxy-5-[2-(7-imino-2-methyl-57-dihydro-pyrrolo[3,4-b]pyrid^ 
methanesulfonamide hydrochloride 

[1096] 1 H-NMR(DMSO-d6)S: 

1 .37(9H,s), 2.66(3H,s), 3.1 4(6H,sX2), 4.05(2H,s), 5.47-5.62(2H,m), 7.70(1 H,d,J=8.0Hz), 7.81(1 H,s), 7.97(1 H,s), 8.16 

(1H,d,J=8.0Hz), 9.57(1 H.brs), 9.95(1 H.s), 10.01(1H,s). 

MS:m/e(ESI)445.2(MH+) 

Example 188 

2-[2-(3 > 5-Di-fe^butyl-4-hydroxy-phenyl)-2-oxo-em^^ acid 
methylamide hydrochloride 

[1097] 1H-NMR(DMSO-d6)5: 

1 .40(1 8H,s), 2.82(3H,d,5.3Hz), 4.91 (2H,s), 5.55(2H,s), 7.77(2H,s), 7.85(1 H,d,J=8.1 Hz), 8.03-8.1 2(1 H,br), 8.21 (1 H,d, 
J=8.1Hz), 8.70(1 H,q,J=5.3Hz), 8.74(1 H,s), 10.05(1 H,s). 

Example 189 

2-[2-(3 > 5-Di-ferr-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-1-imino-2,3-dihydro-1HHSoindole-5-car^ acid 
methylamide hydrochloride 

[1098] 1 H-NMR(DMSO-d6)S: 

1 .40(1 8H,S), 2.81 (3H,d,J=5.3Hz), 4.91 (2H,s), 5.56(2H,s), 7.79(2H,s), 8.08(1 H,s), 8.09(1 H,d,=8.1 Hz), 8. 1 7(1 H,S), 8.31 
(1H,d,J=8.1Hz), 8.74(1 H,q,J=5.3), 9.44(1H,s), 8.74(1H,s), 10.05(1H,s), 10.12(1H,s). 

Example 1 90 

2-{2-[2-(3,5-Di-fertbutyl-4-hydroxy-phenyl)-2-oxo-e^ 
propionamide hydrobromide 

[1099] 1 H-NMR(DMSO-d6)8: 

1 .41 (1 8H,s), 1 .68(3H,s), 3.1 8(3H,s), 4.83(2H,s), 5.52(2H ) s), 7.34(1 H.brs), 7.43(1 H.brs), 7.74-7.78(1 H,m), 7.77(2H,s), 
7.84(1 H,d,J=8.0Hz), 8.34(1 H,s). 

Example 191 

2-{2-[2-(3,5-Di>te^butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-3-imino-2,3-dihydro-1H-isoindol-5-yl]-2-methoxy-N-methyl- 
propionamide hydrobromide 

[1100] 1H-NMR(DMSO-d6)5: 

1.41(18H,s), 1.69(3H,s), 2.58(3H,d,J=4.4Hz), 3.18(3H,s), 4.83(2H,s), 5.52(2H,s), 7.71-7.82(2H,m) ( 7.85(2H,s), 7.99 
(1H,brs), 8.31 (1H,s). 

Example 192 

1-(3,5-Di-fe^butyl-4-hydroxy-phenyl)-2-(7-imino-2-propyl-57-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-ethanone 
hydrochloride 

[1 1 01 ] 1 H-NM R(DMSO-d6)S: 

0.93(3H,t,J=7.2Hz), 1.41(18H,s), 1 .70-1 .83(2H 1 m), 2.89(2H,t,J=7.6Hz), 4.84(2H,s), 5.57(2H,s), 7.71 (1 H,d,J=8.0Hz), 

7.77(2H,s), 8.08(1 H,s), 8.1 7(1 H,d,J=8.0Hz), 9.52(1 H.brs), 9.85(1 H.brs). 

MS:m/e(ESI)422.2(MH+) 
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Example 193 

2-[2-(3,5-Di-fert-butvl-4-hvdroxy-phenyl)-2-oxo-eth^^ 
hydrochloride 

[1102] 1H-NMR(DMSO-d6)5: 

1.40(18H,s), 2.67(6H,s),4.99(2H,s), 5.55(2H,s), 7.77(2H,s), 8.06(1 H,d,J=8.1 Hz), 8.1 6(1 H,d,J=8.1 Hz), 8.73(1 H,s). 
MS:m/e(ESI)486.2(MH+) 

Example 194 

2-{2-[3-tert-Butyl-4-hydroxy-5-(methanesulfonylm^ 
isoindole-5-carboxylic acid dimethylamide hydrobromide. 

[1103] 1H-NMR(DMSO-d6)5: 

1 .39(1 8H,s), 2.95(3H,s), 3.03(3H,s), 3.15(6H,s), 4.92(2H,s), 5.52(2H,s), 7.81 -7.88(3H,m), 7.97(1 H,s), 8.32(1 H,s), 9.39 

(1H,s), 9.95(1 H,s), 1 0.04(1 H,s). 

MS:m/e(ESI)501.2(MH+) 

Example 195 

({2-[2-(3,5-Di-fe/t-butyl-4-hydroxy-phenyl^ 
acetic acid trifluoroacetate 

[1104] 1H-NMR(DMSO-d6)5: 

1.40(18H,s), 3.00(3H,s), 4.20(2H,s), 4.92(2H,s), 5.55(2H,s), 7.77-7.88(2H,m), 7.78(2H,s), 8.09(1 H,s), 8.24-8.39(1 H, 

2s), 9.39(1 H,br), 9.93-10.03(1 H,br). 

MS:m/e(ESI)494.3(MH+) 

Example 196 

1 -(3,5-Di-terf-butyl-4-hydroxy-phenyl)-2-(4-ethoxy-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1105] 1H-NMR(DMSOd6)6: 

1 .25-1 .53(21 H,m), 4.37(2H,q,J=6.8Hz), 4.80(2H,s), 5.50(2H,s), 7.24-7.31 (2H,m), 7.68-7. 79(3H,m), 8.07(1 H.brs), 8.32 
(1H,brs), 9.24(1 H.brs). 

Example 197 

1 -(S^-Di-fert-butyl^-hydroxy-phenyQ^-Q -imino-4-methoxy-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1106] 1H-NMR(DMSO-d6)5: 

1 .42(1 8H,s), 4.00(3H,S), 4.80(2H,s), 5.49(2H,s), 7.25(1 H,d,J=8.4Hz), 7.29(1 H,d,J=7.6Hz), 7.51 -7.78(3H,m), 8.06(1 H, 
brs), 8.64(1H,brs), 9.23(1H,brs). 

Example 198 

2-[2-(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-oxo-ethy acid 
methylamide trifluoroacetate 

[1107] 1H-NMR(DMSO-d6) 6: 

1.38(9H,s), 1 .42(3H J t,J=6.8Hz), 2.81 (3H,d,J=4.8Hz) l 4.21 (2H,q,J=6. 8Hz), 4.80(2H,s), 5.52(2H,s), 7.77(2H,s), 7.91 

(1H,s), 7.94(1 H,s), 8.21 -8.23(1 H,m). 

MS:m/e(ESI)480.3(MH+) 
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Example 199 

2-[2-(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-oxo-et^^ acid 
methylamide trifluoroacetate 

[1 1 08] 1 H-NM R(DMSO-d6)8: 

1.39(3H,t,J=6.8Hz), 1.42(18H,s), 2.83(3H,d,J=4.8Hz), 4.28(2H,q,J=6.8Hz), 4.84(2H,s), 5.48(2H,s), 7.54(1 H,s), 7.77 

(2H,s), 8.20(1 H,q,J=4.8Hz), 8.55(1 H,s), 9.13(1 H.br), 9.82(1 H.br). 

MS:m/e(ESI)480.3(MH+) 

Example 200 

N^3-tertButyl-5-[2-(5,6-diethoxy-1-imino-1,3-di^^ 
methanesulfonamide hydrobromide 

[1 1 09] 1 H-NM R(DMSO-d6)8: 

1.38(18^111), 3.14(6H,s), 4.07-4. 15(4H,m), 4.72(2H,s), 5.43(2H,s), 7.36(1 H,s), 7.81 (2H,s), 7.93(1 H,s), 9.08(1 H.brs), 
9.60(1 H.brs). 

Example 201 

2-[2-(3,5-Di-fe/t-butyl^-hydroxy-phenyl)-2-oxo-ethyl]-3-imino-2 > 3-dihydro-1H-isoindole-5-carooxy acid ethylamide 
hydrobromide 

[1110] 1H-NMR(DMSO-d6)5: 

1.15(3H,t,J=7.0Hz), 1.40(1 8H,s), 3.27-3.45(2H,m), 4.93(2H,s), 5.53(2H,s), 7.77(2H,s), 7.85(1 H,d,J=8.0Hz), 8.01-8.23 

(1H,m), 8.22(1 H,d,J=8.0Hz), 8.70(1 H,s), 8.72(1 H,s), 9.34(1 H,s), 10.01(1H,s). 

MS:m/e(ESI)450.3(MH+) 

Example 202 

Methyl {2-[2-(3,5-di-ferf-butyl-9-hydroxy-phenyl)-2-oxo-ethyl]-3-imino-2 t 3-dihydro-1H-isoindol-5-yl^ carbamate 
hydrobromide 

[1111] 1 H-NM R(DMSO-d6)5: 

1.40(18H,s), 3.70(3H,s), 4.76(2H,s), 5.51(2H,s), 7.61 (1 H,dd,J=8.4,1 .8Hz), 7.67(1 H,d,J=8.4Hz), 7.77(2H,s), 8.07(1H, 

brs), 8.49(1H,brs), 9.20(1H,s), 9.99(1 H.brs), 10.12(1H,s). 

MS:m/e(ESI)452.3(MH+) 

Example 203 

Methyl {2-[2-(3,5-di-terf-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-1-imino-2 t 3-d?hydro-1 H-isoindol-5-yl}-carbamate 
hydrobromide 

[1112] 1H-NMR(DMSO-d6)5: 

1.40(18H,s), 3.70(3H,s), 4.80(2H,s), 5.48(2H,s), 7.63(1 H,dd,J=8.4,1 .8Hz), 7.77(2H,s), 7.92(1 H,s), 8.09(1 H,d r 

J=8.4Hz), 9.06(1 H.brs), 9.74(1 H,brs), 1 0.33(1 H,s). 

MS:m/e(ESI)452.3(MH+) 

Example 204 

Ethyl 3-{2-[2-(3,5-di-tetf-butyl-4-hydroxy-phenyl)-2-oxo-em^^ 
[1113] 1H-NMR(DMSO-d6)5: 

1.37(3H,t,J=6.8Hz), 1.41(18H,s), 2.08(3H,s), 4.23(2H,q,J=6.8Hz), 4.88(2H,s) > 5.22(2H,s), 7.68(1 H,s), 7.77(2H,s) t 
7.83-7.91 (2H,m), 8.32(1H,s). 
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Example 205 

1 -(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-(1 -imino-6-trifluoromethyl-1 ,3-dihydrQ-isoinclol>2-yl)-ethanone hydro bromide 
[1114] 1 H-NMR(DMSO-d6)8: 

4.98(2H t s), 5.56(2H,s), 7.78(2H,s), 8.04(1 H,d,J=8.0Hz) l 8.20(1 H,d,J=8.0z), 8.69(s.1H). 
Example 206 

3-{2-[2-(3,5-Di-tertbuty1-4-hydroxy-phenyl)-2^ 
acrylamide hydrobromide 

[1115] 1 H-NMR(DMSO-d6)5: 

1.41(18H,s), 2.05(3H,s), 2.71 (SH.d.J^^Hz), 4.87(2H,s), 5.53(2H,s), 7.31(1H,s), 7.76-7.80(2H,m), 7.78(2H,s), 8.10 
(1H,br), 8.30(1 H,s). 

Example 207 

3^2-[2-(3,5-Di-tert-butyl^-hydroxy-phenyl)-2-oxo-eth^^ 
hydrobromide 

[1116] 1 H-NM R(DMSO-d6)5: 

1.41(18H,s), 2.05(3H,s), 4.87(2H,s), 5.53(2H,s), 5.76(1H,s), 7.22(1H,br), 7.34(1H,s), 7.63(1 H,brs), 7.77(3H,s), 7.79 
(IH.cU-S^Hz), 8.24(1 H,s). 

Example 208 

1 -(3 t 5-Di-terf-butyl-4-hydroxy-phenyl)-2-(5,6-dichbro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1117] 1 H-NMR(DMSO-d6)5: 

4.53(2H,s), 5.66(2H,s), 7.55(1 H,s), 7.80(1 H,s), 7.90 (2H, s) . 
Example 209 

1-(7-tert-Butyl-3,3-dimethyl-2,3-dihydro-^ 
ethanone hydrobromide 

[1118] 1 H-NM R(DMSO-d6)5: 

1 .33(6H.s), 1 .34(9H,s), 2.67(3H,s), 4.39(2H,s), 4.85(2H,s), 5.54(2H,brs), 7.71 1 (1 H,d,J=8.0Hz) 1 7.71 2(1 H,s), 7.79(1 H, 

s), 8.16(1H,d,J=8.0Hz), 9.51 (1 H.brs), 9.95(1H,brs). 

MS:m/e(ESI)392.2(MH+) 

Example 210 

1-(3,5-Di-ferf-butyl-4-hydroxy-phenyl)-2-(7-im^ 
hydrochloride 

[1119] 1 H-NM R(DMSO-d6)5: 

1 .42(1 8H,s), 3.41 (3H,s), 4.67(2H,s), 4.89(2H,s), 5.50-5.52{2H,m), 7.78(2H,s), 7.85(1 H,d,J=8.0Hz), 8.08(1 H.brs), 8.29 

(1H,d,J=8.0Hz), 9.50-9.52(1 H,m), 9.99(1 H.brs). 

MS:m/e(ESI)424.2(MH-f) 

Example 211 

1-(3,5-Di-te/t-butyl-4-hydroxy-phenyl)-2-(3-ethoxy-7-imino-2-methyl-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-eth 
hydrochloride 

[1 1 20] 1 H-NM R(DMSO-d6)5: 
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1.30-1 .50(21 H,m), 2.50(3H,s), 4.21 (2H,q, J=7.2Hz), 4.79(2H,s), 5.49(2H,s), 7.76(3H,sX2), 8.06(1H,s), 9.24(1 H.brs), 

9.74(1 H.brs). 

MS:m/e(ESI)438.2(MH+) 

Example 212 

1 -(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-[1 -imino-6-(piperidine-1 -carbonyl)-1 ,3-dihydro-isoindol-2-yl]-ethanone 
hydrobromide 

[1121] 1H-NMR(DMSO-d6)5: 

1.30-1.70(6H,m), 1.40(18H,s) l 3.28(2H,m), 3.60(2H,m), 4.88(2H,s), 5.55(2H.s), 7.79(2H,s), 7.81 (1 H,d,J=8.4Hz), 7.85 

(1H,d,J=8.4Hz), 8.09(1 H.brs), 8.27(1 H,s), 9.34(1 H.brs), 9.94(1 H.brs). 

MS:m/e(ESI)490.3(MH+) 

Example 213 

1-(3,5-Di-te^butyl-4-hydroxy-phenyl)-2-(7^ 
hydrobromide 

[1122] 1H-NMR(DMSO-d6)8: 

1.40(18H,s), 2.72(3H,s), 4.93(2H,s), 5.56(2H,s), 7.77(2H,s), 8.97(1 H,s). 
MS:m/e(ESI)395.2(MH+) 

Example 214 

1-(3,5-Di-ferf-butyl-4-hydroxy-phenyl)-2-(2- dimethylaminomethyl-7-imino-5,7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)- 
ethanone hydrochloride 

[1 1 23] 1 H-NMR(DMSO-d6)5: 

1.42(18H,s), 2.88(6H,s), 4.64(2H ) brs) J 4.96(2H,s), 5.58-5.72(2H,m), 7.79(2H,s), 7.95-8.05(1 H,m), 8.10(1H,s), 8.37 

(1H,d,J=8.4Hz), 9.79-9.91(1H,m), 10.03-1 0.10(1 H,m), 10.80-10.96(1 H,m). 

MS:m/e(ESI)437.2(MH+) 

Example 215 

1-(3,5-Di-ferf-butyl-4-hydroxy-phenyl)-2-(2-imino-4-methoxymethyl-3-phenyl-pyrrolidin-1-yl)-ethan hydrobromide 
[1124] 1H-NMR(DMSO-d6)5: 

1.42(18H,s), 2.64(3H,s), 4.73(2H,s), 5.54(2H,s), 7.37(1 H,d,J=8.4Hz), 7.54-7.67(2H,m), 7.79(2H,s). 
MS:m/e(ESI)393.2(MH+) 

Example 21 6 

1- (3,5-Di-te/t-butyl-4-hydroxy-phenyl)-2-(3-ethoxy-7-imino-2,4-dimethyl-57-dihydro-pyrrolo[3 t 4-b]pyridin-6-yl)- 
ethanone hydrobromide 

[1125] 1H-NMR(DMSO-d6)8: 

1 40(3H l t > J=7.2Hz) t 1 .42(1 8H,s), 2.32(3H,s), 2.58(3H,s), 3.99(2H,t,J=7.2Hz), 4.81 (2H,s), 5.52(2H,s), 7.76(2H,s), 8.07 

(1H,s), 9.37(1 H.brs), 9.84(1 H.brs). 

MS:m/e(ESI)452.2(MH+) 

Example 217 

2- [2-(3 > 5-Di-fe/t-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-3-imino-2 t 3-dihydro-1H-isoindole-5-carboxylic acid (2-methoxy- 
ethyl)-amide hydrobromide 

[1 1 26] 1 H-NM R(DMSO-d6)S: 

1 .40(1 8H,s), 3.27(3H,s), 3.31 (2H,s), 3.48(2H,brs), 4.91 (2H,s), 5.52(2H,s), 7.77(2H,s), 7.86(1 H,d,J=8.0), 8.09(1 H.brs), 
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8.23(1 H,d,J=8.0), 8.72(1 H,s), 8.77(1 H.brs), 9.24(1 H.brs), 10.03(1 H,brs). 
Example 21 8 

2-[2-(3,5-Di-tertbutyl-4-hydroxy-phenyl)-2-o^ acid 
isopropylamide hydrobromide 

[1 1 27] 1 H-NMR(DMSO-d6)5: 

1.18(6H,d,J=6.9), 1.40(18H,s), 4.05-4.16(1H,m), 4.91(2H,s), 5.52(2H,s), 7.77(2H,s), 7.85(1 H,d,J=8.0), 8.08(1H,s), 

8.23(1 H,dd,J=8.0,1.1 Hz), 8.48(1 H,d,J=7.8Hz), 8.68(1 H,s), 9.32(1 H,brs), 1 0.00(1 H,brs). 

MS:m/e(ESI)464.3(MH+) 

Example 219 

242-(3,5-Di-tertbutyl-4-hydroxy-phenyl)-2-oxo^^ hydrobromide 
[1128] 1H-NMR(DMSO-d6)8: 

1.40(18H,s), 4.95(2H,s), 5.53(2H,s), 7.64(2H,s). 7.77(2H,s), 7.99(1 H,d,J=7.9), 8.09(1 H.brs), 8.23(1 H,d,J=7.9), 8.75 
(1H,s), 10.14(1 H.brs). 

Example 220 

2-[2-(3,5-Di-fe/t-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-3-imino-2,3'dihydro-1H-isoin acid methylamide 

hydrobromide 

[1 1 29] 1 H-NM R(DMSO-d6)5: 

1.40(18H,s), 2.47(3H), 4.96(2H ! s), 5.54(2H,s), 7.72(1 H,q,J=4.6Hz), 7.77(2H,s), 8.02(1 H,d,J=7.9), 8.09(1 H.brs), 8.17 
(1H,dd,J=7.9,1.2Hz), 8.75(1H,s), 10.14(1 H.brs). 

Example 221 

1- (3,5-Di-fert-butyl-4-hydroxy-phenyl)-2-(7-^^ 
hydrochloride 

[1130] 1H-NMR(DMSO-d6)5: 

1 .42(1 8H,s), 1 ,48(3H,d,J=7.0Hz), 2.67(3H,s), 5.00(1 H,q,J=7.0Hz), 5.4(1 H,d,J=1 8.4Hz), 5.6(1 H,d,J=18.4Hz), 7.73(1 H, 

d,J=8.0Hz), 7.79(2H,s), 8.05(1 H,s), 8.1 8(1 H,d,J=8.0Hz), 9.45(1 H,s), 9.93(1 H,s). 

MS:m/e(ESI)408.2(MH+) 

Example 222 

2- {2-[2-(3,5-Di-terNbutyl-4-hydroxy-phenyl)-2-^ 
hydrobromide 

[1131] 1H-NMR(DMSO-d6)S: 

1.41(18H,s), 3.33(3H,s), 4.77(1H,br), 4.85(2H,s), 5.51 (2H,s), 7.39(1 H.brs), 7.61(1H,brs), 7.73-7.83(2H,m), 7.86(2H, 
s), 8.27(1 H,s). 

Example 223 

{2-[2-(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2^ acid 
hydrazide hydrobromide 

[1132] 1H-NMR(DMSO-d6)S: 

1.41(18H,s), 4.35(1 H.br), 4.84(3H,s), 4.86(2H,s), 5.52(2H,s), 7.76(4H,s), 8.27(1 H,s). 
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Example 224 

1 -[3-fert-Butyl-4-hydroxy-5-(2-methoxy-ethyl)-phenyl>^ 
ethanone hydrochloride 

[1133] 1H-NMR(DMSO-d6)8: 

1.39(9H,s), 2.67(3H,s), 2.94(2H,t,J=6.8Hz), 3.27(3H,s), 3.55(2H,t,J=6.8Hz) > 4.84(2H,s) l 5.46-5.52(2H,m), 7.65-7.74 

(3H,n\), 8.15(1H,d,J=8.0Hz), 9.40(1 H,s), 9.46-9.56(1 H f m), 9.93(1 H,s). 

MS:m/e(ESI)396.1(MH+) 

Example 225 

Methyl 3-fe^butyl-2-hydroxy-5-[2-(7-imi^ 
hydrochloride 

[1 1 34] 1 H-NM R(DMSO-d6)6: 

1.42(9H,s), 2.67(3H,s), 3.98(3H,s), 4.86(2H,s), 5.58-5.69(1 H,m), 7.71 (1 H,d,J=8.0Hz), 8.05(1 H,s), 8.17(1H,d, 

J=8.0Hz), 8.38(1H,s), 9.99(1H,s), 12.07(1H,s). 

MS:m/e(ESI)396.0(MH+) 

Example 226 

2-{2-[3-fert-Butyl-4-hydroxy-5-(methanesulfonylm^ 

1 H-isoindole-5-carboxylic acid methylamide hydrobromide 

[1 1 35] 1 H-NMR(DMSO-d6)8: 

1.37(9H,s), 1.41(3H,t,J=6.8Hz), 2.81 (3H,d,J=4.4Hz), 3.13(6H,s), 4.1 9(2H ! q,J=6.8Hz) t 4.80(2H,s), 5.48(2H,s), 7.79 

(1H,s), 7.94(2H,s), 8.04(1 H,s), 8.25(1 H.br). 

MS:m/e(ESI)S31.2(MH+) 

Example 227 

2^2-[3-re/t-Butyl-4-hydroxy-5-(methanesulfonylmethyl-amino)-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2,3-dihydr^ 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[1 1 36] 1 H-NM R(DMSO-d6)5: 

1.37(9H,s), 1.41(3H,t,J=6.8Hz), 2.81 (3H,d,J=4.4Hz), 3.13(6H,s), 4.17(2H l q,J=6.8Hz), 4.83(2H,s), 5.43(2H,s), 7.53 

(1H,s), 7.80(1 H,s), 7.92(1 H,s), 8.19(1H,br), 8.56(1 H,s). 

MS:m/e(ESI)531.2(MH+) 

Example 228 

2-{2-[3-(Acetyl-methyl-amino)-5-ferf-butyl-4-hydroxy- phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2 > 3-dihydro-1H- 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1 1 37] 1 H-NM R(DMSO-d6)5: 

1.37(9H,s), 1.41(3H,t f J=6.8Hz), 2.12(3H,s), 2.82(3H,d,J=4.4Hz), 3.10(3H,s), 4.18(2H,q,J=6.8Hz) > 4.47(2H,s), 4.82 
(2H,s), 5.42(2H,s), 7.53(1 H,s), 7.82(1 H,s), 7.91 (1H,s), 8.21 (1 H,d,J=2.0Hz), 8.54(1 H,s), 9.21 (1 H,brs), 9.83(1 H.brs). 

Example 229 

1 -(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-[6-(1 -hydroxy-propyl)- 1 -imino-1 .S-dihydro-isoindol^-ylj-ethanone 
hydrobromide 

[1138] 1H-NMR(DMSO-d6)8: 

0.94(3H,t,J=7.6Hz), 1 .77-1 .84(2H,m), 4.74(1 H,t,J=6.8Hz), 4.89(2H,s), 5.48(2H,s), 7.67-7.78(2H,m) J 7.79(1 H,d, 

J=7.6Hz), 7.93(2H,s), 8.13(1 H,s). 

MS:m/e(ESI)439.2(MH+)3 
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Example 230 

2-{6-[2-(3,5-Di-tertbutyl-4-hydroxy 
2-methoxy-propionamide hydrochloride 

[1 1 39] 1 H-NM R(DMSO-d6)5: 

1.39(3H,t,J=6.8Hz), 1.41(18H,s), 1.81(3H,s), 3.16(3H,s), 4.87(2H,s), 5.63(2H f s), 7.39(1H,s), 7.54(1H,s), 7.78(2H,s), 

7.83(1 H,d,J=7.2Hz), 8.08(1 H,s), 8.27(1 H,d,J=7.2Hz), 9.72(1 H,br), 9.78(1 H,br). 

MS:m/e(ESI)481.1(MH+) 

Example 231 

N-{3-fert-Butyl-2-hydroxy-5-[2-(7-imin^ 
acetamide hydrochloride 

[1140] 1H-NMR(DMSO-d6)8: 

1.37(9H,s), 2.11(3H,s), 2.67(3H,s), 3.10(3H,s), 4.48(2H,s), 4.86(2H,s), 5.55(2H,s), 7.71 (1 H,d,J=8.0Hz), 7.82(1H,s), 
7.92(1H,s), 8.15(1H,d,J=8.0Hz), 9.58(1H,s), 9.95(1H,s). 

Example 232 

1-(3,5-Di-fert-butyl-4-hydroxy-phenyl)-2-(^^ hydrobromide 
[1141] 1H-NMR(DMSO-d6)5: 

1.39(3H J t,J=6.9Hz) > 1.40(18H,s), 4.26(2H,q,J=6.9Hz) > 4.91 (2H,s), 5.46(2H,s), 7.55(1 H,t,J=8.0Hz), 7.77(2H,s), 8.03 

(1 H,d,J=8.0Hz), 8.08(1 H,s), 9.22(1 H,s), 9.90(1 H,brs). 

MS:m/e(ESI)441.2(MH+) 

Example 233 

Methyl {2-[2-(3 } 5-di-tert-butyl-4-hydroxy-pheny^^ 
hydrobromide 

[1142] 1 H-NMR(DMSO-d6)S: 

1.10(3H,t,J=6.8Hz), 1.42(18H,s), 3.62(3H,s), 3.70(2H,q,J=6.8Hz), 4.86(2H,s), 5.52(2H,s), 7.72(1 H,d,J=8.4Hz) 1 7.78 
(2H,s), 7.79(1 H,d,J=8.4Hz), 8.16(1H,s). 

Example 234 

1-(3,5-Di-fe/t-butyl-4-hydroxy-phenyl)-2'(6or7-hydroxymethyl-1-imino-1 .S.S^-tetrahydro-S^-dioxa^-aza-cyclopenta 
[b]naphthalen-2-yl)-ethanone hydrobromide 

[1 1 43] 1 H-NMR(DMSO-d6)6: 

3.66(2H,brs) f 4.05-4.16(2H,m), 4.45(1 H,m), 4.68(2H,s), 5.15(1 H,t,J=5.0Hz), 5.56(2H,s), 5.46(2H,s), 7.26(1 H,s), 7.75 
(2H,s), 7.77(1 H.s). 

Example 235 

242-(3,5-Di-fert-butyM-hydroxy-ph acid 
methylamide hydrobromide 

[1144] 1H-NMR (DMSO-d6)5: 

2.29(3H,s), 2.86(3H,d,J=5.0Hz), 4.78(2H,s), 5.80(2H,s), 7.41 (1H,s), 7.81 (2H,s), 7.86(1 H,s). 
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Example 236 

1 -(3,5-Di-fertbutyl-4-hydroxy-phenyl)-2-[1 -imino-6-(1 -methoxy-propyl)-1 ,3-dihydro-isoindol-2-yl]-ethanone 
hydrobromide 

[1 1 45] 1 H-NM R(DMSO-d6)8: 

0.90(3H > t 1 J=7.6Hz) l 1.50(18H,s), 1 .61-1 .75(2H > m) ) 3.23(3H,s), 4.25(1 H,t,J=7.6Hz), 4.80(2H,s), 5.92(2H,s), 7.32(1H, 
s), 7.50(1 H,d,J=8.8Hz), 7.70(1 H,d,J=8.0Hz), 7.98(2H,s), 8.70(2H,brs). 

Example 237 

N-(2-{3-tert-Butyl-2-hydroxy-5-[2-(7-imino-2-me 
methyl-acetamide hydrochloride 

[1146] 1H-NMR(DMSO-d6)5: 

1.398(9H,s), 2.019(3H,s), 2.482(3H,s), 2.84-2.92(1 H,m), 2.96-3.02(1 H,m), 3.014(3H,s), 3.34-3.42(2H,m), 4.852(2H, 
s), 5.529(2H,s), 7.64-7.78(3H,m) ) 8.155(1 H,d,J=8.0Hz), 9.50-9.60(2H,m), 9.90-9.99(2H,m). 

Example 238 

1- (3,5-Di-fertbutyl-4-hydroxy-phenyl)-2-(2-etho^ 
hydrobromide 

[1 1 47] 1 H-NM R(DMSO-d6)5: 

1.37(3H,t,J=7.0Hz), 1.42(18H,s), 4.48(2H,q,J=7.0Hz), 4.79(2H,s), 5.54(2H,s), 7.24(1 H,d,J=8.8Hz), 7.77(2H,s), 8.13 

(1H I d,J=8.8Hz) > 9.63(1H,s). 

MS:m/e(ESI)424.1(MH+) 

Example 239 

2- [2-(3,5-Di-ferf-butyl^-hydroxy-phenyl)-2-oxo-ethyl1-6-ethoxy-3Hmino-2,3-dihydro-1H-isoindole-5-c^ acid 
dimethylamide hydrobromide 

[1 1 48] 1 H-NM R(DMSO-d6)8: 

1 .15(3H,t,J=7.0Hz), 1 .40(1 8H,s), 2.78(3H,s), 3.00(3H,s), 4.22(2H,q,J=7.0Hz), 4.82(2H,s), 5.47(2H,s), 7.50(1 H,s), 7.77 

(2H,s), 8.02(1 H,s), 8.08(1 H.brs), 9.67(1 H.brs). 

MS:m/e(ESI)]494.2(MH+) 

Example 240 

3- tert-Butyl-N-ethyl-2-hydroxy-5-[2-(7-imino-2-^ 
benzenesulfonamide hydrochloride 

[1149] 1H-NMR(DMSO-d6)5: 

1.09(3H,t,J=6.8Hz), 1.38(9H,s), 2.63(3H,s), 2.87(3H,s), 3.24(2H,q,J=6.8Hz), 4.86(2H,s), 6.24(2H,s), 7.44(1 H,d, 

J=8.2Hz), 7.82(1 H,d,J=8.2Hz), 8.11 (1 H,s), 8.1 6(1 H,s), 10.08(1 H,s), 11 .98(1 H,brs). 

MS:m/e(ESI)459.1(MH+) 

Example 241 

Ethyl 3-{6-[2-(3 l 5-di-ferf-butyl-4-hydroxy-phenyl)-2-oxo-ethyll-7-imino-6y-dihydro-5H-pyrrolo[3,4-b]pyridin-2-yl}- 
2-methyl-acrylate hydrobromide 

[1150] 1H-NMR(DMSO-d6)5: 

1 .27(3H,t,J=6.8Hz), 1 .41 (1 8H,s), 2.34(3H,s), 4.23(2H ) q,J=6.8Hz), 4.88(2H,s), 5.52(2H,s), 7.69(1 H,s), 7.73(2H,s), 7.99 
(1H,d,J=8.4Hz) > 8.28(1 H,d,J=8.4Hz). 
MS:m/e (ESI) 492.3 (MH+) 
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Example 242 

2-(2-{3-[(Acetyl-methyl-amino)-methyl1-5-te^b dihydro-1H- 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1151] 1 H-NM R(DMSO-d6)5: 

1.38(9H,S), 1.42(3H,t,J=6.8Hz), 2.12(3H,s), 2.81 (SH.d.^.SHz), 3.09(3H,s), 4.21(2H,q,J=6.8Hz), 4.47(2H,s), 4.81 
(2H,s), 5.52(2H,s), 7.81 (1 H,s), 7.91 (1 H,s), 7.94(1 H,s), 8.07(1 H,s), 8.21 -8.25(1 H,m). 

Example 243 

2-[2-(3,5-Di-ferf-butyt-4-hydroxy-phenyl)-2-oxo-ethyl]-6-fluoro-3-imino-2,3-dihydro-1H acid 
methylamide hydrobromide 

[1152] 1H-NMR(DMSO-d6)5: 

1.41(18H,S), 2.82(3H,d,J=4.4Hz), 4.90(2H,s), 5.51 (2H,s), 7.74(2H,s), 7.76(1 H,d,J=8.8Hz), 8.51(1H,br), 8.54(1 H,d, 
J=5.2Hz). 

Example 244 

2-[2-(3,5-Di-te/t-butyl-4-hydroxy-phenyl)-2"OXO-ethyl]-6-ethoxy-3-imino-2 > 3-dihydro-1 H-isoindole-5-carboxylic acid 
(2-hydroxy-ethyl)-amide hydrobromide 

[1153] 1H-NMR(DMSO-d6)5: 

1.40(18H,s), 1.41(3H I t,J=6.5Hz), 3.38(2H,dt,J=6.2,6.1 Hz), 3.55(2H J dt ) J=6.2,6.0Hz) 1 4.28(2H,q,J=6.5Hz), 4.83(1 H,t, 
J=6.1Hz),4.85(2H,s), 5.45(2H,s), 7.55(1H,s), 7.76(2H,s), 8.35(1 H,t,J=6.0Hz), 8.67(1H,s), 9.84(1 H.brs). 
MS:m/e(ESI)510.3(MH+) 

Example 245 

6-[2-(3,5-Di-te/t-butyl-4-hydroxy-phenyl)-2-oxo-^^ 
diethylamide hydrobromide 

[1 1 54] 1 H-NMR(DMSO-d6)S: 

2.94(3H,s), 3.05(3H,s), 4.94(2H,s), 5.55(2H,s), 7.75(2H,s), 7.96(1H,d,J=10Hz), 8.38(1 H,d,J=10Hz). 
Example 246 

1- {3-tertButyl-2-hydroxy-5-[2-(7-imino-2-m 

2- one hydrobromide 

[1 1 55] 1 H-NM R(DMSO-d6)5: 

1.380(9H,s), 1.93-2.03(2H,m), 2.34-2.40(2H,m), 2.672(3H,s), 3.500(2H,t,J=7.2Hz,2H), 4.426(2H,s), 4.865(2H,s), 
5.570(2H,s), 7.709(2H,d,J=8.0Hz) ( 7.812(2H,s), 8.164(1 H,d,J=7.2Hz), 9.951(1H,s), 10. 674 (1H,s). 

Example 247 

N-(1-{3-fert-Butyl-2-hydroxy-5-[2-(7-im^ 
acetamide hydrobromide 

[1 1 56] 1 H-NM R(DMSO-d6)5: 

1.388(9H,s), 1.473(3H,d,J=6.8Hz,3H) > 1 .880(2H,m) 1 2.673(3H,s), 4.863(2H,s), 5.08-5.1 7(1 H f m), 5.46-5.65(2H.m), 
7.71 2(1 H,d,J=8.0Hz), 7.760(1H,s), 7.813(1H,s), 8.1 69(1 H,d,J=8.0Hz), 8.948(1 H,d,J=7.6Hz). 
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Example 248 

N-(1-{3-tert-Butyl-2-hydroxy-5-^ 
methyl-acetamide hydrochloride 

[1 1 57] 1 H-NM R(DMSO-d6)6: 

1.362(9H l s), 1.577(3H,d l J=7.2Hz), 2.095(3H,s), 2.673(3H,s), 2.895(3H,s) ) 4.866(2H,s), 5.54-5.76(3H,m), 7.711 (1H, 
d,J=8.0Hz), 7.806(1 H,s), 7.924(1 H,s). 8.163(1 H,d,J=8.0Hz), 9.577(1 H,s), 9.952(1 H,s), 1 1 .076(1 H,s). 

Example 249 

N-{3-te/t-Butyl-5-[2-(3-ethoxy-7-imino-2,4-di^^ 
-N-methyl-acetamide hydrochloride 

[1 1 58] 1 H-NM R(DMSO-d 6)6: 

1.32-1.45(12H,m), 2.11 (3H,s), 2.31 (3H,s), 2.58(3H,s), 3.11 (3H,s), 3.90-4.20 (2H and H20) , 4.78(2H,s), 4.84(2H,s), 

5.59(2H,s), 7.81(1H,s), 7.93(1H,s), 9.61(1H,s), 9.85(1H,s), 11.28(1H,s). 

MS:m/e(ESI)481.2(MH+) 

Example 250 

N-jS-tert-Butyl-S-g-tS-ethoxy^-imino^^-dimet^^^ 
-N-methyl-methanesulfonamide hydrochloride 

[1159] 1H-NMR(DMSO-d6)5: 

1 .34-1 .42(12H.m), 2.32(3H,s), 2.58(3H,s), 3.15(6H,sX2), 3.99(2H,q,J=6.8Hz), 4.83(1 H,s), 5.50(1 H,s), 7.81 (1 H,s), 7.96 

(1H,s), 9.42(1H,brs), 9.85(1H,brs), 10.03(1H,s). 

MS:m/e(ESI)503.2(MH+) 

Example 251 

1- {3-fertBuryl-2-hydroxy-5-[2-(7-imino-2-methy^ 

2- one hydrobromide 

[1160] 1H-NMR(DMSO-d6)5: 

1.42(9H,s), 2.11-2.21 (2H,m), 2.41-2.46(2H,m), 2.69(3H,s), 3.65-3.71 (2H,m), 4,85(2H,s), 5.48(2H,s) f 7.72(1H,d, 
J=8Hz), 7.74(1 H,s), 7.78(1 H,s), 8.1 7(1 H,d,J=8Hz). 

Example 252 

1- {3-tertButyl-2-hydroxy-5-[2-(7-imino-2-m 

2- one hydrobromide 

[1161] 1 H-NMR(DMSO-d6)5: 

1.373(9H,s), 1.64-1.78(4H,m) J 2.34-2.38(2H,m), 2.674(3H,s), 3.43-3. 50(2H,m), 4.483(2H,s), 4.863(2H,s), 5.541 (2H, 
s), 7.712(1 H,d,J=8.0Hz), 7.822(1 H,d,J=2.0Hz), 7.887(1 H,d,J=2.0Hz) ( 8.1 64(1 H,d,J=8.0Hz), 9.940(1H,s). 

Example 253 

1-(3,5-Di-rerf-butyl-4-hydroxy-phenyl)-2-(2-dimethylaminomethyl-3-ethoxy-7-imlno-4-methyl-5,7-dihydro-pyrrolo 
[3,4-b]pyridin-6-yl)-ethanone hydrobromide 

[1162] 1 H-NMR(DMSO-d6)5: 

1 .25(1 8H,s), 1 .37(3H,t,J=6.8Hz), 2. 1 9(6H,s), 2.26(3H,s), 3.58(2H,s), 4.00(2H,q,J=6.8Hz) > 4.55(2H,brs), 4.88-4.92(2H, 

m), 7.41 (2H,s). 

MS:m/e(ESI)495.3(MH+) 
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Example 254 

terf-Butyl r2-({2-[2-(3,5-di-tert-butvl-4-hydro 
5-carbonyl}-amino)-ethyl]-carbamate hydrobromide 

[1 163] 1 H-NMR(DMSO-d6)5: 

1 .35(9H,s), 1 .40(1 8H,s), 1 .42(3H J t,J=7.2Hz) > 3.08-3.40(2H,m), 3.60-3.78(2H,m), 4.27(2H,q,J=7.2Hz) > 4.84(2H l s), 5.44 
(2H.s), 6.85-6.94(1 H.m), 7.55(1 H,s), 7.75(2H,s), 8.29(1 H > t l J=5.2Hz), 8.59(1 H,s), 9.83(1 H.brs). 
MS:m/e(ESI)609.3(MH+) 

Example 255 

2-f2-(3,5-Di-te^butyl^-hydroxy-phenyl)-2-oxo-em^^ acid 
(2-amino-ethyl)-amide di hydrochloride 

[1164] 1H-NMR(DMSO-d6)S: 

1.40(18H,s), 1.42(3H,t,J=7.2Hz), 2.96(2H,brt,J=6.4Hz), 3.56(2H,brq,J=6.4Hz), 4.28(2H J q,J=7.2Hz), 4.84(2H,s), 5.53 
(2H,s), 7.56(1H,s), 7.55(1H,s), 7.77(2H,s), 8.04(3H,brs), 8.47(1 H,t,J=5.6Hz), 8.65(1H,s). 

Example 256 

({2-[2-(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-o^ 
amino)-acetic acid trifluoroacetate 

[1165] 1H-NMR(DMSO-d6)5: 

1.40(18H,s), 1.45(3H,t,J=7.0Hz), 4.05(2H,d,J=5.4Hz), 4.33(2H,q,J=7.0Hz), 4.85(2H,s) s 5.47(2H,s), 7.59(1 H,s), 7.77 

(2H,s), 8.07(2H,s), 8.61 (1 H,t,J=5.4Hz), 8.73(1H,s), 9.15(1H,brs), 9.88(1 H.brs). 

MS:m/e(ESI)524.2(MH+) 

Example 257 

2-[2-(3,5-Di-fe^butyl-4-hydroxy-phenyl)-^ acid 
(2-acetylamino-ethyl)-amide hydrobromide 

[1 1 66] 1 H-NMR(DMSO-d6)5: 

1.40(18H,s), 1.41(3H,t,J=6.8Hz) l 3.1 8-3.37(4H,m), 4.28(2H,q,J=6.8Hz), 4.84(2H,S), 5.46(2H,s), 7.55(1H,s), 7.76(2H, 
s), 7.96(1 H,t,J=5.5Hz), 8.07(1 H,brs), 8.31(1 H,t,J=5.1 Hz), 8.60(1H,s), 9.13(1 H,brs), 9.82(1 H.brs). 
MS:m/e(ESI)551.3(MH+) 

Example 258 

Ethyl 2-[2-(3,5-di-tertbutyl-4-hydroxy-phenyl)-2-oxo-e^ 
cyclopenta[b]naphthalene-6-carboxylate hydrobromide 

[1167] 1H-NMR(DMSO-d6)5: 

1.27(3H,t,J=7.2Hz), 1.42(18H,s), 4.25(2H,q,J=7.2Hz), 4.36-5,15(3H,m), 7.30(1 H,s), 7.71 (1H,s), 7.91 (2H,s). 
MS:m/e(ESI)509.2(MH+) 

Example 259 

Methyl {3-tert-butyl-2-hydroxy-5-[2-(7-imino-2-methyl-5,7^ 
methylcarbamate hydrobromide 

[1 1 68] 1 H-NMR(DMSO-d6)8: 

1 ,42(9H,s), 2.67(3H,s),3.40(3H,s), 3.79(3H,s), 4.88(2H,s), 5.60(2H,s), 7.68(1 H,s), 7.70(1 H,d,J=8Hz), 7.80(1 H,s), 7.15 
(1H,d, J=8Hz). 
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Example 260 

2-[2-(3 t 5-Di-tert-butyM-hydroxy-pheny^^ acid 
methylamide hydrobromide 

[1 1 69] 1 H-NM R(DMSO-d6)8: 

2.42(3H,s), 2.78(3H,s), 4.82(2H,s), 5.50(2H,s), 7.68(1 H,s), 7.76(2H,s), 8.06(1 H,s), 8.40(1 H,d,J=6.0Hz). 
Example 261 

2-[2-(3 ) 5-Di-ter^utyl-4-hydroxy-phenyl)-2-oxo-eth^ acid 
(2-methoxy-ethyl)-amide hydrobromide 

[1 1 70] 1 H-NM R(DMSO-d6)5: 

2.42(3H,s), 3.26(3H,s), 3.43(4H,m), 4.82(2H,s), 5.50(2H,s), 7.66(1 H,s), 7.76(2H,s), 8.05(1 H,s), 8.48(1 H,t,J=6.0Hz). 
Example 262 

2-{2-[3-(1-Acetylamino-ethyl)-5-tert-butyl-4-hydro^ 
5-carboxylic acid methylamide hydrobromide 

[1 1 71 ] 1 H-NM R(DMSO-d6)5: 

1.38(9H,s), 1.42(3H,t,J=6.8Hz), 1 .46(3H,d,J=6.4Hz), 1.86(3H,s), 2.82(3H,d t J=4.8Hz), 4.28(2H,q,J=6.8Hz), 4.84(2H, 

s), 5.06-5.13(1 H,m), 5.36-5.51 (2H,m), 7.52(1 H,s), 7.74(1 H,s), 7.77(1 H,s), 8.19(1H,br). 

MS:m/e(ESI)509.2(MH+) 

Example 263 

N-[2-Hydroxy-5-[2-(7-imino-2-methyl-57- 
methyl-acetamide hydrobromide 

[1 1 72] 1 H-NM R(DMSO-d6)S: 

2.11 (3H,s), 2.68(3H,s), 2.87(2H,t,J=6.8Hz), 3.06(3H,s), 3.22(3H,s), 3.53(2H,t,J=6.8Hz), 4.48(2H,s), 4.87(2H,s), 5.48 

(2H,s), 7.71(1H,d,J=8.2Hz), 7.78(1^8), 7.82(1^8), 8.17(1 H,d,J=8.2Hz). 

MS:m/e(ESI)425.1(MH+) 

Example 264 

Methyl {2-[2-(3,5-di-terf-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindol-5-yl}- 
carbamate hydrobromide 

[1173] 1H-NMR(DMSO-d6)5: 

1.38-1 .42(21 H,m), 3.70(3^8), 4.19(2H,q,J=6.8Hz), 4.75(2H,s), 5.48(2H,s), 7.42(1H,s), 7.77(2H,s), 8.50(1H,s), 8.81 

(1H,s), 9.07(1 H,brs), 9.79(1 H,brs). 

MS:m/e(ESI)496.2(MH+) 

Example 265 

Methyl {2-[2-(3,5-di-ferf-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2 > 3-dihydro-1H-isoindol-5-yl}-ethyl- 
carbamate hydrobromide 

[1 1 74] 1 H-NM R(DMSO-d6)5: 

1.05(3H,t,J=7.2Hz), 1 .33(3H,t,J=7.2Hz), 1.42(18H,s), 3.26(3H,s), 3.43-3.51 (2H J m) J 4.1 8(2H,q,J-7.2Hz), 4.18(2H,s), 

5.47(2H,s), 7.50(1H,s), 7.77(2H,s), 8.04(1H,s), 9.11(1H,brs), 9.64(1 H.brs). 

MS:m/e(ESI)542.2(MH+) 
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Example 266 

6-[2-(3,5-Di-fert-butyl^-hydroxy-phenyl)-2-oxo-ethy^ acid 
ethylamide hydrobromide 

[1175] 1H-NMR(DMSO-d6)S: 

1.19(3H > t > J=10Hz) l 3.42(2H,q l J=10Hz),4.99(2H,s) J 5.38(2H,s),7.78(2H l s), 8.35(1 H,d,J=10Hz), 8.43(1 H,J=1 0Hz,1 H), 
8.83(1 H,t,J=10Hz). 

Example 267 

3^6^2-(3,5-Di-tertbutyl-4-hydroxy-phenyl)-2-^^ yl}-2-methyl- 
acrylamide hydrobromide 

[1176] 1H-NMR(DMSO-d6)5: 

1.42(18H,s), 2.33(3H,s), 4.89(2H,s), 5.61 (2H,s), 7.27(1 H.brs), 7.35(1 H.br), 7.68(1 H,brs), 7.78(2H,s), 7.86(1 H,d, 

J=8.4Hz), 8.27(1 H,d,=8.4Hz), 9.71(1H,br). 

MS:m/e(ESI)463.1(MH+) 

Example 268 

3^642-(3,5-Di-tertbutyl-4-hydroxy-phenyl)-2^ 
propionamide hydrobromide 

[1177] 1H-NMR(DMSO-d6)S: 

1.09(3H,d,J=6.4Hz), 1.42(18H,s), 2.83-2.89(2H,m), 3.14-3.20(1H,m), 4.86(2H,s), 5.56(2H,s), 6.75(1H,s), 7.29(1H,s), 
7.66(1 H,d,J=8.0Hz), 7.77(2H,s), 8.07(1 H.br), 8.1 7(1 H,d,J=8.0Hz), 9.47(1 H.br), 9.81(1H,br). 
MS:m/e(ESI)465.2(MH+) 

Example 269 

N-{3-tert-Butyl-2-hydroxy-5-[2-(7-imino-2-mefo^ 
methanesulfonamide hydrobromide 

[1178] 1H-NMR(DMSO-d6)S: 

1.409(9H,s), 2.678(3H,s), 2.737(3H,s) J 3.027(3H,s), 4.382(2H,s), 4.866(2H,s), 5.552(2H,s), 7.710(1 H,d,J=8.0Hz), 
7.804(1 H,d t J=2.0Hz), 7.814(1 H,d,J=2.0Hz), 8.1 63(1 H,d t J=8.0Hz), 9.944(1H,s). 

Example 270 

Benzyl {3-tert-butyl-2-hydroxy-5-[2-(7-imm^ 
methylcarbamate hydrobromide 

[1179] 1H-NMR(DMSO-d6)5: 

1.400(9H,s), 2.681 (3H,s), 2.949(3H,s), 4.533(2H,s), 4.861 (2H,s), 5.165(2H,s), 5.504(2H,s), 7.24-7.42(5H J m), 7.716 
(1H,d,J=8.0Hz), 7.804(1 H,s), 8.1 70(1 H,d,J=8.0Hz), 9.952(1 H,s). 

Example 271 

1-(3-te/t-Butyl-4-hydroxy-5-nitro-phenyl)-2-(7^ 
hydrobromide 

[1180] 1H-NMR(DMSO-d6)6: 

1.45(9H,s), 2.64(3H,s), 4.89(2H,s), 5.60(2H,s), 7.73(1 H.d.J^.OHz), 8.07(1 H,d,J=2.0Hz), 8.18(1H,d,J=8.0Hz), 8.52 
(1H,d,J=2.0Hz), 9.52(1 H,s), 1 0.02(1 H,s), 11.50(1H,s). 
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Example 272 

1- (3 ( 5-Di-tert-butyl-4-hydroxy-phenyQ^^ 
ethanone hydrochloride 

[1 1 81 ] 1 H-NM R(DMSO-d6)8: 

0.95(3H,t,J=7.2Hz), 1 .37-1 .44(21 H,m), 1 .71-1 .82(2H,m), 2.32(3H,s), 2.83-2.90(2H,s), 3.97(2H,q,J=7.2Hz), 4.81 (2H, 

s), 5.52(2H,s), 7.77(2H,s), 8.08(1 H,s), 9.41 (1 H.brs), 9.71 (1 H.brs). 

MS:m/e(ESI)480.2(MH+) 

Example 273 

N-{3-fert-Butyl-5-[2-(3-ethoxy-7-imino-4-^ 
benzyl}-N-methyl-acetamide hydrochloride 

[1 1 82] 1 H-NM R(DMSO-d6)S: 

0.96(3H,t,J=7.2Hz), 1.37(9H,s), 1 .40(3H,t,J=6.8Hz), 1 .65-1 .82(2H,m), 2.11(3H,s), 2.32(3H,s), 2.81-2.85(2H,m), 3.11 
(3H,s), 3.98(2H,q,J=6.8Hz), 4.48(2H,s), 4.84(2H,s), 5.47-5.56(2H,m), 7.81(1H,s), 7.92(1H,s), 9.46-9.56(1 H,m), 9.72 
(1H,brs), 11.29(1H,s). 
MS:m/e(ESI)509.2(MH+) 

Example 274 

2- [2-(3,5-Di-fert-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2 > 3-dihydro-1 H-isoindole-5-carboxylic acid 
(2-methoxy-ethyl)-amide hydrobromide 

[1183] 1H-NMR(DMSO-d6)8: 

1.40(18H,s), 1.42(3H,t,J=7.3Hz), 3.30(3H,s), 3.49(4H,brs), 4.27(2H,q,J=7.3Hz), 4.84(2H,s), 5.48(2H,s), 7.56(1 H,s), 

7.76(2H,s), 8.07(1 H,s), 8.26(1 H.brs), 8.65(1 H,s), 9.06(1 H,brs), 9.85(1 H,brs). 

MS:m/e(ESI)524.2(MH+) 

Example 275 

2-[2-(3,5-Di-ferf-butyl-4-hydroxy-phenyl)-2-oxo- ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-carboxylic acid 
(3-methoxy-propyl)-amide hydrobromide 

[1 1 84] 1 H-NM R(DMSO-d6)S: 

1.40(18H,s), 1.40(3H,t,J=7.0Hz), 1 .74(1 H,tt t J=6.4,6.3Hz) I 3.25(3H,s), 3.33(2H,dd,J=6.3 ) 5.7Hz) > 3.61 (2H,t,J=6.4Hz), 
4.25(2H,q,J=7.0Hz), 4.83(2H,s), 5.47(2H,s), 7.53(1 H,s), 7.76(2H,s), 8.07(1 H.brs), 8.25(1 H,t,J=5.7Hz), 8.51 (1H,s), 
9.12(1H,brs), 9.80(1H,brs). 
MS:m/e(ESI)538.3(MH+) 

Example 276 

1- (3,5-Di-tertbutyl-4-hydroxy-phenyl)-2-(7-imino-2-m 
hydrobromide 

[1 1 85] 1 H-NM R(DMSO-d6)5: 

0.80(3H,t,J=6.4Hz), 1.42(18H,s), 1 .82-1 .94(2H,m), 2.04-2.1 4(2H,m), 2.67(3H,s), 5.03(1 H,q,J=2.8), 5.35(1H,d, 
J=18.8Hz), 5.61(1H,d,18.8Hz), 7.72(1 H,d,J=8.0Hz), 7.71(2H,s), 8.1 6(1 H,d,J=8.0Hz), 9.95(1H,s). 
MS:m/e(ESI)436.2(MH+) 

Example 277 

2- (2-{3-[(Acetyl-methyl-amino)-methyl]-5-te^^^ 
isoindole-5-carboxylic acid (2-hydroxyethyl)-amide hydrobromide 

[1 1 86] 1 H-NM R(DMSO-d6)8: 
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1 .38(9H,s), 1 .43(3H,t,J=7.1 Hz), 2.12(3H,s), 3.10(3H,s), 3.38(2H,dt,J=5.4,5.2Hz), 3.54(2H,dt,J=5.4,4.9Hz) 1 4.28(2H,q, 
J=7.1Hz), 4,48(2H,s), 4.83(1 H,t,J=4.9Hz), 4.86(2H,s), 5.47(2H,s), 7.56(1 H,s), 7.82(1 H,s), 7.90(1 H,s), 8.46(1 H,t, 
J=5.2Hz), 8.68(1 H,s), 9.87(1 H.brs). 
MS:m/e (ESI) 539.2 (MH+) 

Example 278 

2-{2-[3-(1-Acetylamino-ethyl)-5-terfbutyl-4-h^ 

5- carboxyllc acid (2-hydroxy-ethyl)-amide hydrobromide 

[1 1 87] 1 H-NM R(DMSO-d6)5: 
1.39(9H,s), 1.42-1.48(6H,m), 1.88(3H,s), 

3.38(2H,dt,J=5.5,5.2Hz), 3.54(2H,dt,J=5.4,4.9Hz) J 4.27(2H,q > J=6.8Hz) ) 4.83(1 H,t,J=4.9Hz), 4.85(2H,s), 5.13(1 H.dq, 
J=7.0,6.4Hz), 5.40(1 H,d,J=1 8.0Hz), 5.50(1 H,d,J=1 8.0Hz), 7.56(1H,s), 7.75(1H,s), 7.79(1H,s), 8.37(1 H,t,J=5.2Hz), 
8.67(1H,s), 8.90(1 H,d,J=6.4Hz), 9.85(1 H,brs). 
MS:m/e(ESI)539.2(MH+) 

Example 279 

N-{3-tertButyl-2-hydroxy-5-[2-(7-imino-2-meth^ 
methyl-acetamide hydrochloride 

[1188] 1H-NMR(DMSO-d6)5: 

1 .37(9H,s), 2.11 (3H,s), 3.1 0(3H,s), 3.41 (3H,s), 4.48(2H,s), 4.68(2H,s), 4.91 (2H,s), 5.54(2H,s), 7.82(1 H,s), 7.85(1 H,d, 

J=8.0Hz), 7.91 (1H,s), 8.29(1 H,d,J=8.0Hz), 9.58(1 H.brs), 10.00(1 H.brs), 11.29(1H,s). 

MS:m/e(ESI)453.1(MH+) 

Example 280 

N^3-te^Butyl-2'hydroxy-5-[2-(7-lminO'2-propyl-5y-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-acetyl]^ 
acetamide hydrochloride 

[1189] 1H-NMR(DMSO-d6)5: 

0.93(3H,t,J=7.2Hz), 1.37(9H,s), 1 .72-1 .82(2H,m), 2.11(3H,s), 2.86-2.93(2H,m), 3.10(3H,s), 4.48(2H,s), 4.86(2H,s), 
5.55(2H,s), 7.72(1 H,d,J=8.0Hz), 7.82(1H,s), 7.91(1H,s), 8.1 7(1 H,d,J=8.0Hz), 9.60(1 H.brs), 9.85(114,8), 11.28(1H,s). 
MS:m/e(ESI)451.1(MH+) 

Example 281 

2-{2-[2-(3,5-DI-ferNbutyl-4-hydroxy-phenyl)-2-oxo-ethyl]-1-immo-2,3-dihydro-1HH acid 
trifluoroacetate 

[1 1 90] 1 H-NMR(DMSO-d6)5: 

1.41(18H,s), 1.53(3H,d,J=6,4Hz), 4.75(2H,s) f 4.89-4.98(1 H,m), 5.45(2H,s), 7.16(1H,d ( J=8.8Hz), 7.22(1 H,s), 7.77(2H, 

s), 8.07(1 H.d^S.SHz), 9.07(1 H.brs), 9.76(1 H.brs). 

MS:m/e(ESI)967.2(MH+) 

Example 282 

6- [2-(3 > 5-Di-ferf-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-7-imino-67-dihydro-5H-pyrrolo[3 l 4-b1pyridine acid 
diethylamide hydrobromide 

[1191] 1H-NMR(DMSO-d6)5: 

1.06(3H,t,J=10Hz), 1.16(3H,t,J=10Hz), 3.20(2H,q,J=10Hz), 3.49(2H,q,J=10Hz), 4.92(2H,s), 5.53(2H,s), 7.74(2H,s), 
7.90(1 H,d,J=1 0Hz), 8.37(1 H ,d, J=1 0Hz). 
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Example 283 

2-[2-(3,5-Di-te^butyl-4-hydroxy-phenyl)-2-oxo-eth^^ acid 
methylamide hydrobromide 

[1 1 92] 1 H-NM R(DMSO-d6)S: 

2.81(3H,d,J=6.0Hz), 3.98(3H,s), 4.84(2H,s), 5.49(2H,s), 7.55(1 H,s), 7.76(2H,s), 8.31 (1 H.brs), 8.59(1 H,s). 
Example 284 

2-[2-(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-^^^ acid 
methylamide hydrobromide 

[1 1 93] 1 H-NM R(DMSOd6)S: 

0.98(3HW=10Hz)J.82(2H,m), 2.82(3^ 7.76(2H, 
s), 8.31(1H,d,J=6.0Hz), 8.59(1 H,s). 

Example 285 

1-(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-(1-imm^ 
ethanone hydrobromide 

[1 1 94] 1 H-NM R(DMSO-d6)5: 

1.32(3H,d,J=7.2Hz), 1.42(18H,s), 3.90-3.98(1 H,m), 4.30-4.44(2H,m), 4.69(2H,s), 5.45(2H,s), 7.19-7.27(1 H,m), 
7.68-7.74(1 H,m), 7.77 (2H, s), 9.04(1 H.brs), 9.64(1 H,brs). 
MS:m/e(ESI)451. 1 (MH+) 

Example 286 

1-{3-tertButyl-2-hydroxy-5-[2-(7-imino-2-meth^ 
hydrobromide 

[1195] 1H-NMR(DMSO-d6)5: 

1.370(9H,s), 1.46-1.59(4H J m), 1 .61-1 .7(2H,m), 2.54-2.60(2H ) m), 2.674(3H,s), 3.54-3. 60(2H,m), 4.506(2H,s), 4.865 
(2H,s), 5.521 (2H,s), 7.711 (1 H,d,J=8.0Hz), 7.81 1 (1 H.s), 7.987(1 H,s), 8. 1 60(1 H,d,J=8.0Hz), 9.920(1 H,s). 

Example 287 

6-Chloro-2-[2-(3,5-di-fer^utyl-4-hydroxy-phen^^^ acid 
methylamide hydrobromide 

[1 1 96] 1 H-NM R(DMSO-d6)5: 

1.42(18H,s), 2.80(3H,d,J=4.8Hz), 4.90(2H,s), 5.54(2H,s), 7.78(2H,s), 7.99(1 H,s), 8.04-8.12(1 H,br), 8.29(1H,s), 8.59 

(1H,q,J=4.4Hz), 9.38(1 H,br), 9.95(1 H,br). 

MS:m/e(ESI)470.1(MH+) 

Example 288 

1 -(3 l 5-Di-ferf-butyl-4-hydroxy-phenyl)-2-(1 -imino-5,7-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1 1 97] 1 H-NM R(DMSO-d6)6: 

1.49(18H,s), 3.91(3H,s),3.99(3H,s), 4.74(2H,s), 5.87(1 H.brs), 6.02(2H,s), 6.52(1 H,d,J=2Hz) t 6.64(1 H,d,J=2Hz), 7.46 

(1H,brs), 8.00(2H,s), 1 0.75(1 H.brs). 

MS:m/e(ESI)439.0(MH+) 
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Example 289 

2-[2-(3 > 5-Di-fg/t-butyM-hydroxy-phe^ H-isoindole-5-carboxamide 
hydrobromide 

[1 1 98] 1 H-NM R(DMSO-d6)8: 

1.40(18H,s), 1.41(3H,t,J=7.5Hz), 4.84(2H,s), 5.48(2H,s) ( 7.54(1 H,s), 7.69(1 H.brs), 7.77(2H,s), 8.07(1 H,s), 8.63(1 H, 

s), 9.15(1 H.brs), 9.82(1 H.brs). 

MS:m/e(ESI)466.1(MH+) 

Example 290 

1- (3-ferf-Butyl-4-hydroxy-5-methylaminomethyl-phenyl)-2-(7-imino-2-methyl-57-dihydro-pyrrolo[3,^ 6-yl)- 
ethanone dihydrochloride 

[1 1 99] 1 H-NM R(DMSO-d6)8: 

1.401(9H,s), 2.582(3H,t,J=4.8Hz), 2.667(3H,s), 4.289(3H,s), 4.869(2H,s), 5.627(2H,s), 5.739(1 H,s), 7.705(1 H,d, 
J=8.0Hz), 7.870(1H,s), 8.1 5-8.1 7(2H,m) f 9.188(1H,s), 9.959(1H,s), 10.207(1H,s). 

Example 291 

242-(3,5-Oi-fertbutyl-4-hydroxy-phenyl)-2-oxo 
5-carboxylic acid methylamide hydrobromide 

[1200] 1H-NMR(DMSO-d6)5: 

2.84(3H,d,J=6.0Hz), 3.76(2H,t,J=1 0Hz), 4.85(2H,s), 5.46(2H.s), 7.56(1 H,s), 7.76(2H,s), 8.31 (1 H,d,J=6.0Hz), 8.59(1 H. 
s). 

Example 292 

2- {2-[3-terf-Butyl-4-hydroxy-5-(2-oxo-piperidin-1-ylmethyl)-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imin 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1201] 1H-NMR(DMSO-d6)5; 

1.38(9H,s), 1.42(3H,t,J=7.2Hz), 1 .64-1 .75-(4H,m) t 2.33-2.37(2H,m) > 2.83(3H,d,J=4.8Hz), 3.44-3.49(2H,m), 4.28(2H, 
q,J=7.2Hz), 4.48(2H,s), 4.85(2H,s), 5.47(2H,s), 7.54(11-^3), 7.82(1 H,d,J=2.0Hz), 7.88(1 H.d^.OHz), 8.20(1 H,q, 
J=4.8Hz), 8.56(1 H,s), 9.20(1 H.br), 9.83(1 H.br), 11 .55(1 H.br). 
MS:m/e(ESI)535.2(MH+) 

Example 293 

2-[2-(3-tert-Butyl-5-ethyl-4-hydroxy-phenyl)-2-oxo-ethy 
methylamide hydrobromide 

[1 202] 1 H-NMR(DMSO-d6)5: 

1.16(3H,t ( J=7.6Hz), 1.40(9H,s), 1 .41 (3H,t,J=7.2Hz), 2.70(2H,q,J=7.2Hz), 2.82(3H,d,J=:4.8Hz) ( 4.28(2H,q,J=4.8Hz), 
4.84(2H,s), 5.45(2H,s), 7.53(1 H,8), 7.68(1 H,s), 7.70(1 H,s), 8.20(1 H,q,J=4.8Hz), 8.55(1 H,s). 
MS:m/e(ESI)452.1(MH+) 

Example 294 

1-(3-te/t-Butyl-5-ethyl-4-hydroxy-phenyl)-2-(3-ethoxy-7-imino-2 > 4-dimethyl-57-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)- 
ethanone hydrochloride 

[1203] 1 H-NMR(DMSO-d6)5: 

1.15(3H t t p J=7.6Hz), 1.32-1 .46(1 2H,m), 2.31(3H,s), 2.58(3H,s), 2.69(2H,q,J=7.6Hz), 3.99(2H,q,J=7.2Hz), 4.82(2H,s), 

5.52(2H,s), 7.68(1 H,s), 7.70(1 H.s), 9.32(1 H.brs), 9.48(1 H,s), 9.83(1 H,s). 

MS:m/e(ESI)424.1(MH+) 



246 



EP 1 391 451 A1 

Example 295 

H3-te^Butyl-5^2-(3-ethoxy-7-imino^ 
piperidin-2-one hydrobromide 

[1204] 1 H-NMR(DMSO-d6)5: 

1.32-1.44(12H,m), 1 .64-1 .78(4H,m). 2.32(3H,s), 2.32-2.40(2H,m), 2.58(3H,s), 3.41 -3.50(2H,m), 3.95-4.02(2H and 
AcOEt), 4.48(2H,s), 4.83(2H,s), 5.49(2H,s), 7.82(1 H,s), 7.88(1 H,s), 9.41 (1H,brs), 9.85(1 H.brs), 11.56(1H,s). 
MS:m/e(ESI)507.2(MH+) 

Example 296 

Methyl {2-[2-(3,5<H-fe/t-butyi-4-hydroxy-phenyl)-2-oxo^^ 
carbamate hydrochloride 

[1205] 1H-NMR(DMSO-d6)5: 

1 .34(3H,t,J=7.2Hz) l 1 .40(1 8H,s), 3.72(3H,s), 4.25(2H,q,J=7.2Hz), 4.89(2H,s), 5.50(2H,s), 7.76(2H,s), 8.06(1 H,s), 8.47 

(1H,s), 9.28(1 H,s), 9.36(1 H.brs), 1 0.07(1 H.brs). 

MS:m/e(ESI)514.1(MH+) 

Example 297 

1- (3,5-Di-te/t-butyl-4-hydroxy-phenyl)-2-(4-imino-3a,4,6,6a-tetrahydro-1H-pyrrolo[3,4-d]imidazo 
hydrobromide 

[1206] 1H-NMR(DMSO-d6)5: 

1.31(18H,s), 4.54(2H,s), 5.20(2H,s), 6.34(1 H,s), 7.66(2H,s), 7.97(1 H,s), 9.42(1 H,s), 9.65(1 H,s). 
MS:m/e(ESI)369.0(MH+) 

Example 298 

2- [2'(3,5-Di-ferf-butyl-4-hydroxy-phenyl)-2-oxo- ethyll-S-imino-e-isopropoxy^^-dihydro-IH-isoindole-S-carboxylic 
acid methylamide hydrobromide 

[1207] 1H-NMR(DMSO-d6)5: 

1.38(6H,d,J=6.0Hz) f 2.83(3H,d,J=5.0Hz), 4.83(2H,s), 4.86(1 H,m), 5.46(2H,s), 7.56(1 H,s), 7.76(2H,s), 8.09(1 H,d, 
J=5.0Hz), 8.55(1 H,s), 9.79(1 H f brs). 

Example 299 

e'Cyclopropylmethoxy^-^^S^'di-rerf-butyl^-hydroxy-phenyQ^-oxo-ethylj-S-imino^.S-dihydro-l H-isoindole- 
5-carboxylic acid methylamide hydrobromide 

[1208] 1H-NMR(DMSO-d6)8: 

0.41(2H,bd,J=8.0Hz), 0.60(2H,bd,J=8.0Hz), 2.85(3H,d,J=5.0Hz), 4.15(2H,d,J=8.0Hz), 4.B3(2H,s),5.46(2H,s), 7.56 
(1H,s), 7.76(2H,s) f 8.09(1 H,d,J=5.0Hz), 8.55(1 H.s). 

Example 300 

1-(3,5-Di-tertbutyl-4-hydroxy-phenyl)-2-(7-imi^ 
ethanone hydrochloride 

[1209] 1H-NMR(DMSO-d6)5: 

1.42(18H,s), 2.61(3H,s), 3.43(3H,s), 4.63(3H,s), 4.85(3H,s), 5.58(31-1,8), 7.77(2H,s). 8.07(1 H.brs), 8.15(1H,s), 
9.49-9.53(1 H,m), 9.89-9.93(1 H,m). 
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Example 301 

2- [2-(3-tert-Butyl-4-hydroxy-5-methyl-phenyl)-2^ H-isoindole-5- carboxylic 
acid methylamide hydrobromide 

[1 21 0] 1 H-NM R(DMSO-d6)5: 

1.39(9H,s), 1.41(3^^=6.8^), 2.28,(3H,s), 2.82(3H,d,J=4.8Hz), 4.28(2H,q,J=6.8Hz), 4.84(2H,s), 5.44(2H,s), 7.53 

(1H,s), 7.70(1H,s), 8.17-8.23(1H,m), 8.55(1H,s). 

MS:m/e(ESI)438.1(MH+) 

Example 302 

3- {6-[2-(3,5-Di-fertbutyl-4-hydroxy-phenyl)-2-oxo-e^^ 
2-methoxy-acrylamide hydrobromide 

[1 21 1 ] 1 H-NM R(DMSO-d6)5: 

1 .41 (1 8H,s), 3.76(3H,s), 4.89(2H,s), 5.55(2H,s), 6.71 (1 H,s), 7.65(1 H.br), 7.75(2H,s), 7.98(1 H.br), 8.27(1 H,d,J=8.8Hz), 

8.29(1 H,d f J=8.0Hz). 

MS:m/e(ESI)479.1(MH+) 

Example 303 

Methyl {2-[2-(3-tertbutyl-4-hydroxy-5-methyl-ph^ 
carbamate hydrobromide 

[1212] 1 H-NMR(DMSO-d6)5: 

1.25-1 .42(1 2H,m), 2.28(3H,s), 3.70(3H,s), 4.18(2H,q,J=6.8), 4.74(2H,s), 5.40(2H,s), 7.41 (1H,s), 7.69(2H,s), 8.50(1 H, 

s), 9.07(1 H.brs). 

MS:m/e(ESI)454.1(MH+) 

Example 304 

1 -(3,5-Di-terf-butyl-4-hydroxy-phenyl)-2-(5-dimethylamino-1 -imino-1 > 3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1 21 3] 1 H-NM R(DMSO-d6)5: 

1.44(18H,s), 3.08(6H,s), 4.70(2H,s), 5.42(2H,s), 6.92-6.97(2H,m), 7.79(2H l s), 7.95(1 H,d,J=9.6Hz), 8.05(1H,s), 8.77 
(1H,s), 9.42(1 H,s). 

Example 305 

1-(3-tertButyl-4-hydroxy-5-methyl-phenyl)-2-(3-eth^ 
ethanone hydrobromide 

[1214] 1H-NMR(DMSO-d6)5: 

1 .39(9H,s), 1 .40(3H,t,J=7.2Hz), 2.28(3H,s), 2.31 (3H,s), 2.58(3H,s), 3.99(2H,q,J=7.2Hz), 4.82(2H,s), 5.47(2H,s), 7.70 

(2H,s), 9.35(1 H,s), 9.40(1 H.brs), 9.83(1 H.brs). 

MS:m/e(ESI)410.0(MH+) 

Example 306 

1-(3,5-Di-rerf-butyl-4-hydroxy-phenyl)-2-(5,6-diethoxy-7-fluoro>1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone 
hydrobromide 

[1 21 5] 1 H-NM R(DMSO-d6)5: 

1.28(3H,t,J=7.0Hz)J.40(3H,U=7.0Hz),4.^ 5.47(2H,s), 7.33(1 H,s), 

7.76(2H,s), 9.03(1 H.brs). 

MS:m/e(ESI)485.1(MH+) 
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Example 307 

3-{6-[2-(3,5-Di-tertbutyl-4-hydroxy-phenyl)-2-oxo-e^ 
2-methoxy-acrylamide hydrobromide 

[1 21 6] 1 H-NM R(DMSO-d6)5: 

1.41(18H,s), 3.74,3.76(3H,each s), 4.85, 4.89(2H,s), 5.56(2H,s), 6.02,6.70(1 H, each s), 7.25(1 H.br), 7.43(1 H.br), 
7.56,7.72(1 H.each d,J=8.0Hz and J=8.4Hz), 7.74, 7.75(2H,each s). 

Example 308 

2^2-(3-Bromo-5-fert-butyl-4-hydroxy 
acid methylamide hydrobromide 

[1217] 1H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.41(3H,t,J=6.8Hz), 2.82(3H,d,J=4.4Hz), 4.28(2H,q,J=6.8Hz), 4.84(2H,s), 5.44(2H,s), 7.53(1 H,s), 7.76 
(1H,d,J=2.4Hz), 8.05(1 H,2,J=2.0Hz), 8.20(1 H,q,J=4.4Hz), 8.55(1 H,s), 9.18(1H,br), 9.84(1 H.br). 
MS:m/e(ESI)504.1(MH+) 

Example 309 

2-[2-(3-fe/t-Butyl-4-hydroxy-phenyl)-2-oxo-ethyl3-6-ethoxy-3-imino-2,3-dihydro-1H-iso acid 
methylamide hydrobromide 

[1 21 8] 1 H-NM R(DMSO-d6)8: 

1.37(9H,s), 1.41(3H,t,J=7.2Hz), 2.82(3H,d,J=4.8Hz), 4.28(2H,q,J=7.2Hz), 4.84(2H,s), 5.45(2H,s), 
6.98(1H,d,J=8.0Hz), 7.53(1H,s), 7.64-7.71 (1 H,m), 7.76(1 H,dd,J=1 .6,8.4Hz), 7.81 (1 H,d,J=1 .6Hz), 8.18-8.22(1 H,m), 
8.55(1 H,s). 

MS:m/e(ESI)424.0(MH+) 
Example 310 

2- (2-{3-fe/t-Butyl-4-hydroxy-5-[(methanesulfonylmethyl-amino)-methyl]-phenyl}-2-oxo-ethyl)-6-ethoxy-3-imino- 
2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[1 21 9] 1 H-NM R(DMSO-d6)5: 

1.44(9H,s), 1.45(3H,t,J=7Hz), 2.75(3H,s), 2.85(3H,d,J=6Hz), 3.04(3H,s), 4.30(2H,q,J=7Hz), 3.39(2H,s), 4.87(2H,s), 
5.48(2H,s), 7.55(1 H,s), 7.81 (1H,s), 7.82(1 H,s), 8.22(1 H,q,J=:6Hz), 8.59(1 H,s), 9.22(1 H.brs), 9.84(1 H.brs). 

Example 311 

3- te/t-Butyl-2-hydroxy-5-[2-(7-imino-2-methyl-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-benzonitrile 
hydrobromide 

[1220] 1H-NMR(DMSO-d6)5: 

1.28(9H,s), 2.68(3H,s), 4.82(2H,s), 5.30(2H,s), 7.66(1 H,d,J=1 Hz), 7.70(1 H,d,J=8Hz), 7.81 (1 H,d,J=1 Hz), 8.14(1H,d, 
J=1Hz). 

Example 312 

2-[2-(3,5-Di-ferf-butyl-4-hvdroxv-phenyl)-2-oxo-ethyl]-4 > 6-diethoxy-3-imino-2,3-dihydro-1H-isoindole- 5-carboxylic 
acid methylamide hydrobromide 

[1221] 1H-NMR(DMSO-d6)8: 

1.44(3H,t,J=7Hz), 1 .47(3H,t,J=7Hz), 1.51(18H,s), 3.04(3H,d,J=5Hz), 4.13(2H,q,J=7Hz), 4.38(2H,q,J=7Hz), 4.74(2H, 

s), 5.88(1 H,brs), 5.96(1 H,q,J=5Hz), 6.08(2H,s), 6.72(1 H.s), 7.52(2H,brs), 7.99(2H,s). 

MS:m/e(ESI)524.0(MH+) 
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Example 31 3 

1-(3,5-Di-tert-butyl-4-hydroxy-pheny^ 
hydrobromide 

[1 222] 1 H-NM R(DM SO-d6)S: 

3.79(3H,s), 4.71 (2H,s), 5.38(2H,s), 7.76(2H,s), 8.04(1 H,s), 8.95(1 H.brs), 9.84(1 H.brs). 
MS:m/e(ESI)383.0(MH+) 

Example 31 4 

1-(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-(6-imi^^ 
hydrobromide 

[1223] 1 H-NMR(DMSO-d6)5: 

3.92(3H,s), 4.55(2H,s), 5.40(2H,s), 7.76(2H,s), 8.05(1 H.brs), 8.17(1H,s), 9.06(1 H.brs), 9.35(1 H,brs). 
MS:m/e(ESI)383.0(MH+) 

Example 315 

1-(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-[7-^ 
6-yl]-ethanone hydrobromide 

[1224] 1 H-NMR(DMSO-d6)8: 

1.38(3H,d,J=6.4Hz), 1.42(18H,s), 2.68(3H,s), 3.22(3H,s), 4.74(1 H,q,J=6.4Hz), 4.86(2H,brs), 5.55(2H,s), 7.77(2H,s), 
8.16(1H,s). 

Example 31 6 

6-Ethoxy-2-[2-(7-hydroxy-indan-4-yl)-2"OXO-ethyl]-3-imino-2 > 3-dihydro-1H-isoindole-5-carboxylic acid methylamide 
hydrobromide 

[1225] 1H-NMR(DMSO-d6)5: 

1.413(3H,t,J=6.8Hz), 1 .92-2.02(2H ) m), 2.749(2H,t,J=7.6Hz), 2.826(3H,d J J-4.8Hz), 4.278(2H,t,6.8Hz) l 4.823(2H J s), 
5.334(2H,s), 6.786(1 H,d,J=8.4Hz), 7.51 6(1 H,s), 7.751 (1 H,d,J=8.4Hz), 8.556(1 H,s). 

Example 317 

1- (8-ferf-Butvl-4-methyl-3,4-dihydro-2H-benzo[1 l 4]oxazin-6-yl)-2-(7-imino-2-methyl-5,7-dihydro-pyrrolo[3 > 4-b]pyridin- 
6-yl)-ethanone hydrobromide 

[1 226] 1 H-NM R(DMSO-d6)5: 

1.36(9H,s), 2.69(3H,s), 2,92(3H,s), 3.31 (2H,t,J=4.4Hz), 4,36(2H,t,J=4.4Hz), 4.85(2H,s), 5.52(2H,s), 7.19(1H,d, 
J=2.0Hz), 7.30(1 H t d,J=2.0Hz), 7.71 (1 H,d,J=8.0Hz), 8.1 6(1 H,d,J=8.0Hz), 9.75(2H,s). 

Example 31 8 

2- [2-(8-tert-Butyl-4-methyl-3,4<iihydro-2H-benzo[1 ^loxazin-e-yQ^-oxo-ethyll-e'ethoxy-S-imino^.S-dihydrO'lH^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1227] 1H-NMR(DMSO-d6)5: 

1.37(9H,s), 1.43(3H,t,J=7.2Hz), 2.84(3H,d 1 J=4.4Hz), 2.92(3H,s), 3.33(2H,t,J=4.4Hz), 4.31 (2H,q,J=7.2Hz), 4.36(2H,t, 
J=4.4Hz), 4.85(2H,s), 5.47(2H,s), 7.1 8(1 H,d,J=2.0Hz), 7.30(1 H.d.J^.OHz), 7.55(1 H,s), 8.21 (1 H,q,J=4,4Hz), 8.57(1 H, 
s), 9.18(11-1,3), 9.83(1 H,s). 
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Example 319 

H3-tertButyl-4-hydroxy-54(2 -method 
pyridin-6-yl)-ethanone hydrobromide 

[1 228] 1 H-NM R(DMSO-d6)5: 

1.41(9H,s), 2.69(3H,s), 2.71 (3H,s), 2.97(2H,t,J=5.2Hz), 3.31 (3H,s), 3.43(2H,t,J=5.2Hz), 4.86(2H,s), 5.53(2H,s), 7.68 
(1H,d,J=2.0Hz), 7.72(1 H,d 1 J=8.0H2), 7.80(1 H.d.J^.OHz), 8.1 7(1 H.d.^S.OHz), 9.18(1H,s), 9.47(1H,s), 9.91(1H,s). 

Example 320 

1-(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-[3-e^ 
pyridin-6-yl]-ethanone hydrobromide 

[1229] 1H-NMR(DMSO-d6)5: 

1.36(3H,t,J=6.8Hz), 1.42(18H,s), 1.99(3H,s), 2.10(1 H,d,J=0.8Hz), 2.30(3H,s), 3.93(2H,q,J=6.8Hz), 4.83(2H,s), 5.54 

(2H,s), 6.53(1 H.brs), 7.78(2H,s), 9.48(1 H,s). 

MS:m/e(ES!)492.1(MH+) 

Example 321 

1- (3-fert-Butyl-4-hydroxy-phenyl)-2-(3-etho^ 
hydrobromide 

[1230] 1 H-NMR(DMSO-d6)5: 

1 .34-1 .43(1 2H,m), 2.31 (3H,s), 2.58(3H,s), 3.99(2H,q,J=7.2Hz), 4.82(2H,s), 5.47(2H,s), 6.96(1 H,d,J=8.4Hz), 7.76(1 H, 

dd,J=8.4and2.0Hz), 7.81(1 H,d,J=2.0Hz), 9.42(1H,brs), 9.83(1H,brs), 10.62(1H,s). 

MS:m/e(ESI)396.0(MH+) 

Example 322 

N^3-tert-Butyl-5-[2-(3-ethoxy-7-imino-2,4^ 
-N-methyl-methanesulfonamide hydrobromide 

[1231] 1H-NMR(DMSO-d6)5: 

1.37-1 .44(1 2H,m) f 2.32(3H ( s), 2.59(3H,s), 2.73(3H,s), 3.02(3H,s), 4.00(2H,q.J=6.8Hz), 4.38(2H,s), 4.83(2H,s), 5.51 

(2H.s), 7.80(2H,s), 9.26-9.50(2H,m), 9.84(1 H,s). 

MS:m/e(ESI)517.1(MH+) 

Example 323 

2- (6-Chloro-5-ethoxy-1-imino-1 ,3-dihydro-isoindol-2-yl)-1-(3,5-di-tert-butyl-4-hydroxy-phenyl)-ethanone 
hydrobromide 

[1232] 1H-NMR(DMSO-d6)6: 

1.40(18H,s), 1.40(3H ( t,J=6.8Hz), 4.25(2H,q,J=6.8Hz), 4.82(2H,s), 5.48(2H,s), 7.58(1 H,s), 7.77(2H,s), 8.06(1 H.brs), 
8.33(1 H,s), 9.17(1H,brs), 9.73(1 H.brs). 

Example 324 

tert-Butyl {6-[2-(3,5-di-rerf-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-7-imino-67-dihydro-5H-pyrrolo[3 J 4-b]pyridin-2-yl)- 
ethyl-carbamate hydrobromide 

[1233] 1H-NMR(DMSO-d6)5: 

1.19(3H,t,J=7.2Hz), 1.42(181-1,8), 1.48(9H,s), 4.02(2H,q,J=7.2Hz), 4.86(2H,s), 5.56(2H,s), 7.78(2H,s), 8.01(1H,d, 

J=8.6Hz), 8.1 9(1 H,d,J=8.6Hz), 9.68(1 H,s). 

MS:m/e(ESl)523.2(MH+) 
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Example 325 

1- (3,5-Pi-fert-butyl-4-hydroxy-phenyl)-2-(2-ethylamin^^ 
hydrochloride 

[1 234] 1 H-NM R(DMSO-d6)S: 

1.17(3H,t f J=7.2Hz), 1.42(18H,s), 3.41 (2H,q,J=7.2Hz), 4.63(2H,s), 5.51(2H,s) > 6.84(1 H,d,J=8.8Hz), 7.72(1H,d, 
J=8.8Hz), 7.77(2H,s), 8.06(1 H.s), 9.21 (1H,s), 9.32(1 H,s). 
MS:m/e(ESI)423.1 (MH+) 

Example 326 

6-Ethoxy-2-[2-(4-hydroxy-naphthalen-1^ acid 
methylamide hydrobromide 

[1235] 1 H-NMR(DMSO-d6)5: 

1 .41 (3H,t,J=6.8Hz), 2.83(3H,d,J=4.8Hz), 4.28(2H,q,J=6.8Hz), 4.84(2H,s), 5.53(2H,s), 6.98-7.03(1 H,m), 7.12-7.18(1H, 

m), 7.51-7.56(3H,m), 7.59-7.63(1 H,m), 8.18-8.27(1 H,m), 8.36-8.45(1 H,m), 8.57(1 H,s). 

MS:m/e(ESI)417.9(MH+) 

Example 327 

6-Ethoxy-3-imino-2-(2-oxo-2-phenyl-ethyl)-2,3-dihydro-1 H-isoindole-5-carboxylic acid methylamide hydrobromide 
[1236] 1 H-NMR(DMSO-d6)5: 

1 .41 (3H,t,J=6.8Hz), 2.82(3H,d,J=4.8Hz), 4.28(2H,q,J=6.8Hz), 4.88(2H,s), 5.55(2H,s), 7.54(1 H,s), 7.61 (2H,t,J=7.6Hz), 

7.74(1 H,t,J=6.8Hz), 8.02(2H,d,J=6.8Hz), 8.20(2H,q,J=6.8Hz) J 8.57(1 H,s). 

MS:m/e(ESI)351.9(MH+) 

Example 328 

6-Ethoxy-2-[2-(4-hydroxy-phenyl)-2-oxo-ethyl]-3-imino-2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide 
hydrobromide 

[1237] 1 H-NMR(DMSO-d6)S: 

1.41(3H t t,J=6.8Hz), 2.82(3H,d,J=4.4Hz), 4.28(2H,q,J=6.8Hz), 4.84(2H,s), 5.40(2H,s), 6.93(2H,d,J=8.8Hz), 7.52(1 H, 

s), 7.89(2H,d,J=8.8Hz), 8.1 9-8.21 (1 H,m), 8.56(1 H,s). 

MS:m/e(ESI)368.0(MH+) 

Example 329 

Ethyl 3^3-tert-butyl-5-[2-(5-ethoxy-1-imino-6-me 
propanoate hydrobromide 

[1238] 1 H-NMR(DMSO-d6)5: 

1.17(3H,t,J=7.2Hz), 1.39(9H,s), 1 .41(3H,t,J=7.2H2) l 2.58(2H,t,J=6.4Hz), 2.82(3H,d,J=4.8Hz), 2.96(2H,t,J=6.4Hz), 
4.06(2H,q l J=7.2Hz) l 4.28(2H,q,J=7.2Hz), 4.82(2H,s), 7.52(1H,s), 7.70(1H,s), 7.72(1H,s), 8.18(1 H,q,J=4.8Hz), 8.54 
(1H,s). 

MS:m/e(ESI)524.1(MH+) 
Example 330 

2- Acetylamino-3-{6-[2-(3 > 5-di-tert-butyl-4-hydro^ 
2-yl}-propionamide hydrobromide 

[1 239] 1 H-NM R(DMSO-d6)5: 

1.42(18H,S), 1.86(3H,s), 3.09-3.15(1H,m), 3.27-3.33(1 H,m), 4.69-4.73(1 H,m) t 4.86(2H,s), 5.55(2H,s), 7.09(1H,brs), 
7.38(1 H.brs), 7.67(1 H,d,J=8.0Hz), 7.77(2H,s), 8.1 6-8.21 (2H,m). 
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MS:m/e(ESI)508.1(MH+) 
Example 331 

Ethyl 3-{3-tert-butyl-2-hydroxy-5-[2-(7-imino-2-^^ 
propanoate hydrobromide 

[1240] 1H-NMR(DMSO-d6)S: 

1.17(3H,t,J=7.2Hz), 1.38(9H,s), 2.58(2H,t,6.4Hz), 2.68(3H,s), 2.95(2H,t,J=6.4Hz), 4.06(2H,q,J=7.2Hz), 4.83(2H,s), 

5.47(2H,s), 7.68-7.74(3H,m), 8.13(1 H,d,J=8.0Hz). 

MS:m/e(ESI)438.1(MH+) 

Example 332 

2-[2-(3-Cydohexyl-4-hydroxy-5-methyl-phenyl)-2-oxo-e^^ 
acid methylamide hydrobromide 

[1241] 1H-NMR(DMSO-d6)5: 

1.20-1 .46(5H,m), 1 .409(3H,t,J=6.8Hz), 1 .66-1 .83(5H,m), 2.252(3H.s), 2.822(3H,d,J= 4.8Hz), 2.91 -3.01 (1H,m), 4.276 
(2H,q,J=6.8Hz), 4.836(2H,s), 5.425(2H,s), 7.526( 1H,s), 7.639(2H,s), 8.1 8-8.21 (1 H,m), 8.551(1H,s). 

Example 333 

1- (3-Cyclohexyl-4-hydroxy-5-methyl-phenyl)-2-(7-imino-2-methyl-5,7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-ethanone 
hydrobromide 

[1242] 1H-NMR(DMSO-d6)5: 

1.22-1.48(5H,m) l 1 .68-1 .85(5H,m), 2.262(3H,s), 2.680(3H,s), 2.93-3.02(1 Km), 4.854(2H,s), 5.496(2H,s), 7.651 (2H, 
s), 7.713(1 H,d,J=8.0Hz), 8.159(1 H,d,J=8.0Hz). 

Example 334 

2- [2-(3-Cyclopentyl-4-hydroxy-5-methyl-phen^^ 
acid methylamide hydrobromide 

[1243] 1 H-NMR(DMSO-d6)5: 

1.409(3H ) t,J=6.8Hz), 1 .47-1 .82(6H,m), 1 .93-2.03(2H,m), 2.252(3H,s), 2.822(3H,d,J=4.4Hz), 4.276(2H,q,J=6.8Hz), 
4.834(2H,s), 5.424(2H,s), 7.524(1 H,s), 7.644(1 H,s), 7.659(1 H,s), 8.17-8.23(1 H,m), 8.549(1 H,s). 

Example 335 

1-(3-Cyclopentyl-4-hydroxy-5-methyl-phenyl)-2-(7-imino-2-methyl-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-ethanon 
hydrobromide 

[1244] 1H-NMR(DMSO-d6)5: 

1 .46-1 .1 .82(6H,m), 1 .93-2.03(2H,m), 2.252(3H,s), 2.669(3H,s), 4.839(2H,s), 5.479(2H,s), 7.63-7.68(2H,m), 7.700(1 H, 
d,J=8.4Hz), 8.145(1 H,d,J= 8.4Hz). 

Example 336 

1-(3-Cyclopentyl-4-hydroxy-5-methyl-phenyl)-2-(3^ 
6-yl)-ethanone hydrobromide 

[1245] 1 H-NMR(DMSO-d6)5: 

1.394(3H,t, J= 6.8Hz), 1 .47-1 .58(2H,m), 1 .60-1 .82(4H,m), 1 .94-2.04(2H,m), 2.250(3H,s), 2.310(3H.s), 2.578(3H,s), 
3.988(2H,q,J=6.8Hz), 4.811(2H,s), 5.457( 2H,s), 7.645(1 H t s), 7.659(1 H,s). 
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Example 337 

2-(2-{3-[(2-Benzyloxy-ethyl)-methyl-^ 

2 ) 3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 
[1246] 1 H-NMR(DMSO-d6)8: 

1.40(9H,s), 1.43(3H,t,J=6.8Hz), 2.71 (3H,s), 2.84(3H,d,J=4.4Hz), 3.04(2H,t,J=5.2Hz), 3.55(2H,t,J=5.2Hz), 4.30(2H,q, 
J=6,8Hz), 4.53(2H,s), 4.85(2H,s), 5.46(2H,s), 7.20-7.40(5H,m), 7.55(1 H,s), 7.68(1 H,d t J=1 .6Hz) ( 7.80(1 H,d,J=1 .6Hz), 
8.21(1H l q,J=4.4Hz) > 8.57(1 H,s), 9.16(1H,s), 9.24(1 H,s), 9.83(1 H,s). 

Example 338 

2-(2-{3-tert-Butyl-4-hydroxy-5-[(2-^ 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[1247] 1 H-NMR(DMSO-d6)5: 

1.41(9H,s), 1.43(3H,t,J=6.8Hz), 2.69(3H,s), 2.84(3H,d,J=4.8Hz), 2.86(2H,t,J=5.2Hz), 3.58(2H,t,J=5,2Hz), 4.29(2H,q ( 
J=6.8Hz), 4.85(2H,s), 5.48(2H,s), 7.55(1 H,s), 7.65(1 H,d,J=1 .6Hz), 7.71 (1 H,d,J=1 .6Hz), 8.21 (1 H,q,J=4.8Hz). 8.57(1 H, 
s), 9.00-1 0.00(2H,brs). 

Example 339 

tert-Butyl 6-[2-(3,5-di-ferf-butyl-4-hydroxyj3henyl)-2-oxo-efo^^ 
[3,4-b]pyridine-2-carboxylate hydrobromide 

[1248] 1H-NMR(DMSO-d6)5: 

1.37(3H,t,6.8Hz), 1.42(18H,s), 1.58(9H,s), 2.37(3H,s), 4.08(2H,q,J=6.8Hz), 4.90(2H,s), 5.54(2H,s), 7.77(2H,s), 

8.00-8.1 2(1 H,m), 9.42-9.55(1 H,m), 9.98(1 H.brs). 

MS:m/e(ESI)538.3(MH+) 

Example 340 

6-[2-(3,5-Di-fe/t-butyl-4-hydroxy-phenyl)-2-oxo-e^ 
pyridine-2-carboxylic acid trifluoroacetate 

[1249] 1 H-NMR(DMSO-d6)5: 

1.34(3H,t,J=7.2Hz), 1.42(181-1,3), 2.35(3H,s), 4.11 (2H,q,J=7.2Hz), 4.89(2H,s), 5.53(2H,s), 7.77(2H,s), 8.02-8.12(1H, 

m), 9.92-9.50(1 H,m), 9.99(1 H.brs). 

MS:m/e(ESI)482.2(MH+) 

Example 341 

1-(3,5-Di-fertbutyl-4-hydroxy-phenyl)^ 
hydrobromide 

[1250] 1 H-NMR(DMSO-d6)5: 

1.43(18H,s), 4.96(2H,s), 5.62(2H,s), 7.79(2H,s), 8.03(1 H,d,J=3.1 Hz), 8.09(1 H,d,J=3.1 Hz), 8.42(1 H,d,J=8.1 Hz), 8.54 

(1 H,d,J=8.1 Hz), 9.90(1 H.brs). 

MS:m/e(ESI)463.0(MH+) 

Example 342 

242-(3 > 5-Di-rerf-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindo]e-5-sulfonic acid 
methylamide hydrobromide 

[1251] 1 H-NMR(DMSO-d6)5: 

1 .40(18H,s), 1 .40(3H,t,J=7.0Hz), 2.47(3H,brs), 4.35(2H,q,J=7.0Hz), 4.87(2H,s), 5.49(2H,s), 7.15(1 H,q,J=4.5Hz), 7.67 
(1H,s), 7.76(2H,s), 8.06(1 H.brs), 8.73(1 H,s), 9.23(1 H.brs), 9.94(1 H.brs). 
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MS:m/e(ESI)516.2(MH+) 
Example 343 

2^2-(3-fe/t-Butyl-4-methoxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro acid 
methylamide hydrobromide 

[1252] 1H-NMR(DMSO-d6)8: 

1.36(9H,8), 1.41(3H,t,J=6.8Hz), 2.83(3H,d,J=4.8Hz), 3.93(3H,s), 4.28(2H,q,J=6.8Hz), 4.85(2H,s), 5.49(2H,s), 7.19 
(1H,d,J=8.8Hz), 7.54(1H,s), 7.84(1 H,d,J=2.4Hz), 7.93(1 H,dd,J=2.4,8.8Hz), 8.17-8.23(1H,m), 8.56(1H,s). 
MS:m/e(ESI)438.0(MH+) 

Example 344 

2-[2-(3-fert-Butyl-5-chloro-4-hydroxy-phenyl)-2-oxo^ carboxylic 
acid methylamide hydrobromide 

[1253] 1 H-NMR(DMSO-d6)5: 

1.39(9H,s), 1.41(3H,t,J=6.8Hz), 2.82(3H,d,J=4.4Hz), 4.28(2H 1 q l J=6.8Hz), 4.84(2H,s), 5.44(2H,s), 7.53(1 H,s), 7.74 

(1H,s), 7.93(1 H,s), 8.1 8-8.22(1 H,m), 8.55(1 H,s). 

MS:m/e(ESI)458.1(MH+) 

Example 345 

2-{2-(3-te^Butyl-5-(2-dimethylcarbamoyl-ethyl)-4-h^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1254] 1H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.42(3H,t,J=7.2Hz), 2.77-2.90(4H,m), 2.82(3H,d,J=4.8Hz), 2.86(3H,s), 2.97(3H,s), 4.28(2H,q,J=7.2Hz), 
4.84(2H,s), 5.42(2H,s), 7.52(1 H,s), 7.69(1 H,s), 7.73(1 H,s), 8,1 8(1 H,q,J=4.8Hz), 8.55(1 H,s), 9.1 6(1 H.brs), 9.8(1 H,brs), 
1 0.94(1 H.brs). 
MS:m/e(ESI)523.1(MH+) 

Example 346 

2-{2-[3-(2-Dimethylcarbamoyl-ethyl)-4-hydroxy-5-mefr^^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1 255] 1 H-NM R(DMSO-d6)5: 

1.41(3H,t,J=7.2Hz), 2.23(3H,s), 2.68(2H,t,J=6.4Hz), 2.80-2.86(2H,m), 2.82(3H,d ) J=4.8Hz), 2.85(3H,s), 2.96(3H,s), 
4.28(2H,q,J=7.2Hz), 4.82(2H,s), 5.39(2H,s); 7.51 (1H,s), 7.67(1 H,s), 7.69(1 H,s), 8.19(1H,q,J=4.8Hz), 8.54(1 H,s). 

Example 347 

242-[3-ferf-Butyl-5-(2-ethylcaroamoyl-ethyl)-4-hydroxy-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2 > 3 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1 256] 1 H-NM R(DMSO-d6)5: 

0.98(3H,t,J=7.2Hz), 1 .37(9H,s), 1 .40(3H,t,J=7.2Hz), 2.48-2.53(2H,m), 2.82(3H,d,J=4.8Hz), 2.82-2.88(2H,m), 
3.04-3.1 2(2H,m), 4.28(2H,q,J=7.2Hz), 4.82(2H,s), 5.40(2H,s), 7.52(1 H,s), 7.69(1 H,s), 7.71 (1H,S), 8.1 7-8.24(2H,m), 
8.55(1 H,s). 

MS:m/e(ESI)523.3(MH+) 
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Example 348 

2-[2-(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-o^^ 
hydrochloride 

[1257] 1 H-NMR(DMSO-d6)5: 

0.97(3H,t ( J=7Hz), 1.43(18H,s), 1 .69(2H,m), 4.07(3H,s) > 4.08(2H,t,J=6Hz), 4.56(2H,s), 4.79(2H,s) > 6.04(1 H,s), 7.79 

(1H 1 S) I 7.98(2H,S). 

MS:m/e(ESI)468.0(MH+) 

Example 349 

8-fe/t-Butyl-6-[2-5-ethoxy-1-imino-6-methylcarbamoyl- 1 ^-dihydro-isoindol^-yO-acetyll^^-dihydro-benz 
[1258] 1H-NMR(DMSO-d6)5: 

1.42(9H,s), 1.43(3H l t,J=7Hz), 2.84(3H,d,J=4Hz) ( 3.72(3H,s), 4.29(2H,q,J=7Hz), 4.34-4.38(1 H,m), 4.55-4.60(1 H,m), 
4.85(2H,s), 5.45(2H,s), 5.50(1H,m), 7.43-7.45(1 H,m), 7.51-7.53(1 H,m), 7.54(1H,s), 8.21(1 H.q.^Hz), 8.57(1H,s). 

Example 350 

8-fe/t-Butyl-6-[2-(7-imino-2-methyl-57-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-acetyl]-2,3-dihydro-ben 
[1259] 1 H-NMR(DMSO-d6)8: 

1.49(9H,s), 2.69(3H,s), 3.71 (3H,s), 4.33-4.38(1 H,m), 4.54-4.60(1 H,m), 4.86(2H,s), 5.48-5.53(1 H,m), 5.51 (2H,s), 7.45 
(2H,s), 7.53(1 H,s), 7.72(1 H,d,J=8Hz), 8.1 7(1 H,d,J=8Hz). 

Example 351 

1 -(3,5-Di-terf-butyl-4-hydroxy-phenyl)-2-[5-ethoxy-1 -imino-6-(1 -methoxy-propyl)-1 ,3-dihydro-isoindol-2-yl]-ethanone 
hydrobromide 

[1260] 1 H-NMR(DMSO-d6)8: 

0.83(3H,t,J=7.2Hz), 1 .30-1 .42(21 H,m) 5 1 .58-1 .75(2H,m), 3.20(2H,s), 4.1 8(2H,q,J=7.2Hz), 4.56(1 H,t,J=5.6Hz), 4.78 

(2H,s), 5.47(2H,s), 7.40(1H,s), 7.77(2H,s), 8.14(1H,s), 9.08(1 H.brs), 9.72(1 H,brs). 

MS:m/e(ESI)495.3(MH+) 

Example 352 

1-(3,5-Di-fe/t-butyl-4-hydroxy-phenyl)-2-(3-ethoxy-7-imino-5J-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-ethanone 
hydrobromide 

[1261] 1 H-NMR(DMSO-d6)S: 

]1.40(3H t t,J=7.2Hz) > 1.41(18H,s), 4.25(2H,q,J=7.2Hz), 4.83(2H,s), 5.50(2H,s), 7.77(2H,s), 7.84(1 H,d,J=2.4Hz), 8.55 

(1H,d,J=2.4Hz), 9.83(1 H.brs). 

MS:m/e(ESI)424.2(MH+) 

Example 353 

6-Ethoxy-2-[2-(4-hydroxy-3-methyl-phenyl)-2-oxo-ethyl]-3-imino-2 t 3-dihydro-1H-isolndole-5-carboxylic acid 
methylamide hydrobromide 

[1 262] 1 H-NMR(DMSO-d6)5: 

1 .408(3H,t,J=6.8Hz) J 2.184(3H,s), 2.822(3H,d,J=4.8Hz), 4.274(2H,q,J=6.8Hz), 4.836(2H,s), 5.403(2H,s), 6.942(1 H,d, 
J=8.4Hz), 7.519(1 H,s), 7.729(1 H,d,J=8.4Hz), 7.779(1 H,s), 8.1 7-8.21 (1 H,m), 8,52-8.56(1 H,m). 



256 



EP 1 391 451 A1 

Example 354 

2-(3-Ethoxy-7-imino-2-methyl-57-dihydro-pyrrolo[3,4^ 
hydrobromide 

[1263] 1 H-NMR(DMSO-d6)5: 

1.393(3H,t,J= 6.8Hz), 2.184(3H,s), 2.310(3H,s), 2.577(3H,s), 3.986(2H,q,J=6.8Hz), 4.819(2H,s), 5.442( 2H,s), 6.944 
(1H,d,J=8.4Hz), 7.734(1 H,dd,J=2.0,8.9Hz), 7.781 (1H.S). 

Example 355 

Methyl {2-fert-butyl-4-[2-(5-ethoxy-1-imino-6-meth^^ 
hydrobromide 

[1264] 1 H-NMR(DMSOd6)8: 

1.36-1.43 (12H,m), 2.82(3H,d,J=4.8Hz), 3.72 (3H, s), 4.29(2H l q,J=7.2Hz), 4.83(2H,s), 5.01 (2H,s), 5.44(2H,s), 7.09 
(1H,d,J=8.0Hz), 7.52(1 H,s), 7.84-7.90(2H,m), 8.19(1H ) q,J=4.8Hz), 8.56(1 H t s). 

Example 356 

2-(2-{3-[(Acetyl-methyl-amino)-methyl]^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1265] 1 H-NMR(DMSO-d6)5: 

1.411(3H,t,J=6.8Hz) l 2.094(3H,s), 2.215(3H,s), 2.824(3H,d J J=4.8Hz) > 3.044(3H,s), 4.279(2H,q 1 J=6.8Hz), 4.482(2H, 
s), 4.849(2H,s), 5.418(2H,s), 6.942(1 H,d,J=8.4Hz), 7.525(1 H,s), 7.784(1 H,s), 8.1 6-8.22(1 H,m), 8.558(1 H,s). 

Example 357 

N45-[2-(3-Ethoxy-7-imino-2,4-dimethyl-5 
methyl-acetamide hydrobromide 

[1266] 1 H-NMR(DMSO-d6)5: 

1.393(3H,t,J=6.8Hz), 2.093(3H,s), 2.212(3H,s), 2.314(3H,s) t 2.579(3H,s), 3.048(3H,s), 3.989(2H,q,J-6.8Hz), 4.483 
(2H,s), 4.840(2H,s), 5.491(2H,s), 7.801(1H,s), 7.790(1H,s), 9.836(1H,s), 10.792(1 H,s). 

Example 358 

N-{2-Hydroxy-5-[2-(7-imino-2-methyl-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-3-methyl^ 
acetamide hydrobromide 

[1267] 1 H-NMR(DMSO-d6)5: 

2.093(3H,s), 2.215(3H,s), 2.670(3H,s), 3.044(3H,s), 4.483(2H,s), 4.858(2H,s), 5.488(2H,s), 7.704(1 H,d,J=8.0Hz), 
7.790(1 H,s), 8.1 50(1 H,d,J=8.0Hz). 

Example 359 

N42-Hydroxy-5-[2-(7-imino-2-methyl-57-dihydro-pyrro^^ 
methanesulfonamide hydrobromide 

[1 268] 1 H-NM R(DMSO-d6)S: 

2.226(3H,s) > 2.657(3H,s), 2.699(3H,s), 2.968(3H,s), 4.264(2H,s), 4.803(2H,s), 5.402(2H,s), 7.664(1 H,d,J=8.0Hz) ) 
7.717(2H,s), 8.1 14(1 H,d,J=8.0Hz). 
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Example 360 

N^6-[2-(3 t 5-Di-tert-butyl-4-hydroxy-phenyl)-2-oxo^ 
acetamide hydrobromide 

[1269] 1H-NMR(DMSO-d6)5: 

1.42(18H,s), 2.18(3H,s), 4.83(2H,s), 5.55(2H,s), 7.77(2H,s), 8.22(1 H,d,J=8.2Hz) ( 8.37(1 H,d,J=8.2Hz) > 1 0.65(1 H,s). 
MS:m/e(ESI)437.2(MH+) 

Example 361 

{2-fert-Butyl-4-[2-5-ethoxy-lHmino-6-methylc^^ acid 
hydrobromide 

[1 270] 1H-NM R(DM SOd6)5: 

1 .37-1 .43 (12H,m), 2.82(3H,d,J=4.8Hz), 4.25-4.30(4H > m), 4.81 (2H,s), 5.58(2H,s), 7.46-7.52(1 H,m), 7.72-7.80(2H,m), 

8.1 7-8.22(1 H,m), 8.52(1 H,s), 1 2.07(1 H,brs). 

MS:m/e(ESI)480.1(MH+) 

Example 362 

2^2-[3-tert-Butyl-4-hydroxy-5-(2-oxo-pyro 
5-carboxylic acid methylamide 

hydrobromide 

[1 271 ] 1 H-NM R(DMSO-d6)S: 

1.43(9H,s), 1.44(3H,t,J=7Hz), 2.13-2.23(2H,m), 2.42-2.48(2H,m), 2.85(3H,d,J=5Hz), 3.65-3.71 (2H,m), 4.30(2H,q, 
J=7Hz), 4.86(2H,s), 5.45(2H,s), 7.55(1 H,s), 7.66(1 H,d,J=1 Hz), 7.80(1 H,d,J=1 Hz), 8.21 (1 H,q,J=5Hz), 8.58(1 H,s). 

Example 363 

2- {2-[3-terf-Butyl-4-(2,2-dimethyl-propoxy)-phenyl]-2- oxo-ethyl}-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole- 
5-carboxylic acid methylamide hydrobromide 

[1 272] 1 H-NM R(DMSO-d6)5: 

1.11(9H,s), 1.43(9H,s), 1 .44(3H,t,J=7Hz), 2.85(3H,d,J=5Hz), 8.85(2H,s), 4.30(2H,q,J=7Hz), 4.87(2H,s), 5.49(2H,s), 
7.22(1 H J d,J=9Hz), 7.55(1 H,s), 7.88(1 H,d,J=2Hz), 7.92(1 H,dd,J=2Hz,9Hz), 8.21 (1 H,q,J=5Hz), 8.59(s,1H). 

Example 364 

S-ferf-Butyl-S-^-S-ethoxy-l-imino-e-methylcarbamoyM.S-dihydro-isoindol^-yQ-acetyll^-hydroxy-benzyl carbamate 
hydrobromide 

[1 273] 1 H-NM R(DMSO-d6)6: 

1.42(9H,s), 1.44(3H,t,J=7Hz), 2.85(3H,d,J=:5Hz) t 4.30(2H ( q,J=7Hz), 4.57(2H,s), 4.86(1 H,s), 5.47(2H,s) f 4.55(1 H,s), 
7.82(2H,s), 8.21(1H,q,J=5Hz) l 7.58(1 H,s), 7.21 (1 H,brs), 9.46(1 H.brs), 9.84(1 H.brs). 

Example 365 

N-{6-[2-(3,5-Di-fert-butyl-4-hydroxy-phen^^^ 

3- ylmethyl}-acetamide hydrobromide 

[1 274] 1 H -NM R(DMSO-d6)5: 

1.39(18H,s), 1.92(3H,s), 2.65(3H,s), 4.39(2H,d,J=6.0Hz), 4.81 (2H,s), 5.46(2H,s), 7.69(2H,s), 7.98(1 H,s), 8.52(1 H,t, 
J=6.0Hz). 
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Example 366 

Methyl {8-fe/t"butvl-6-[2-(5-ethoxy-1-imino>6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2,3-dihydro-benzo 
[1 ,41oxazin-4-yl}-acetate 

hydrobromide 

[1 275] 1 H-NM R(DM SOd6)5: 

1.38(9H,s), 1.43(3H,t,J=6.8Hz), 2.84(3H,d t J=4.4Hz), 3.51 (2H,t,J=4.4Hz), 3.66(3H,s), 4.30(6H,m), 4.84(2H,s), 5.43 
(2H,s), 7.06(1 H.s), 7.29(1 H,s), 7.54(1 H,s), 8.21 (1 H,q f J=4.4Hz), 8.57(1 H,s), 9.19(1H,s), 9.81 (1H,s). 

Example 367 

Benzyl {8-ferf-butyl-6-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 .S-dihydro-isoindol^-yQ-acetyll^S-dihydro-benzo 
[1 ,4]oxazin-4-yl}-acetate hydrobromide 

[1276] 1H-NMR(DMSO-d6)8: 

1.38(9H,s), 1.44(3H,t,J=6.8Hz) l 2.85(3H,d,J=4.4Hz), 3.53(2H f t,J=3.6Hz), 4.30(2H,q,J=6.8Hz), 4.32(2H,t,J=3.6Hz) I 
4.38(2H,s), 4.84(2H,s), 5.16(2H,s), 5.39(2H,s), 7.10(1^), 7.20-7.35(6H,m), 7.56(1H,s), 8.21 (1 H i q,J=4.4Hz) l 8.58 
(1H,s), 9.20(1 H,s), 9.83(1 H,s). 

Example 368 

{8-te/t-Butyl-6-[2-(5-ethoxy-1-imino-6-methy^ 
oxazin-4-yl}-acetic acid hydrobromide 

[1277] 1H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.43(3H l t,J=6.8Hz), 2.84(3H,d,J=4.8Hz), 3.50(2H,t,J=4.4Hz), 4,14(2H,s), 4.30(4H,m), 4.84(2H,s), 5.44 
(2H,s), 7.07(1 H,d,J=1 .6Hz), 7.27(1 H,d,J=1 .6Hz), 7.53(1 H,s), 8.21 (1 H,q,J=9.8Hz), 8.57(1 H,s), 9.22(1 H,s) p 9.82(1 H,s), 
1 2.50(1 H,s). 

Example 369 

{8-tert-Butyl-6-[2-(7-imino-2-methyl-57-dih^ 
acetic acid hydrobromide 

[1278] 1 H-NMR(DMSO-d6)5: 

1.38(9H,s), 2.69(3H l s) > 4.12(2H f s), 4.30(2H,t l J=4.0Hz) l 4.85(2H,s), 5.51 (2H,s). 7.07(1 H,s), 7.27(2H,s), 7.71 (1H,d, 
J=7.6Hz), 8.1 5(1 H,d,J=7.6Hz), 9.85(1 H,s). 

Example 370 

Methyl {442-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ^-dihydro-isoindol^-yQ-acetyn^-ethyl-phenoxyl-acetate 
hydrobromide 

[1279] 1H-NMR(DMSO-d6)5: 

1.18(t,3H,J=7.2Hz) l 1.42(t,3H,J=7.2Hz), 2.70(q,2H,J=7.2Hz), 2.82(d,3H l J=4.8Hz) I 3.71 (s,3H), 4.29(q,2H,J=7.2Hz), 
4.86(s,2H), 5.00(s,2H), 5.43(s,2H), 7.08(d t 1 H,J=8.0Hz), 7.52(s,1H), 7.78~~7.87(m,2H), 8.1 8(q,1 H,J=4.8Hz), 8.57(s, 
1H). 

Example 371 

6-Ethoxy-3-imino-2-[2-oxo-2-(3A5-trimethoxy-phenyiy^^ 
hydrobromide 

[1280] 1H-NMR(DMSO-d6)5: 

1.41(3H,t,J=6.8Hz), 2.82(3H,d,J=4.8Hz), 3.76 (3H, s), 3.87(6H,s), 4.28(2H,q,J=7.2Hz), 4.87(2H,s), 5.56(2H,s), 7.32 
(2H.S), 7.54(1 H,s), 8.1 7-8.23(1 H,m), 8.56(1 H,s). 
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MS:m/e(ESI)442.2(MH+) 
Example 372 

1- (3,5-Di-fert-butyl-4-hydroxy-phenyl)-2-(7-im^ 
hydrobromide 

[1 281 ] 1 H-NMR(DMSO-d6)5: 

1.40(18H,s), 2.84(3H,s), 4.96(2H,s), 5.59(2H,s), 7.76(2H,s), 9.26(1 H,s). 
MS:m/e(ESI)395.2(MH+) 

Example 373 

6-Ethoxy-2-[2-(4-hydroxy-3HSopropy>-phenyl)^ acid 
methylamide hydrobromide 

[1 282] 1 H-NM R(DMSO-d6)5: 

1.193(6H,d,J=6.8Hz), 1 .410(3H,t,J=6.8Hz), 2.823(3H,d,J=4.8Hz), 3.20-3.30(1 H ( m), 4.278(2H,q,J=6.8Hz), 4.839(2H, 
s), 5.412(2H,s), 6.950(1 H ) d s J=8.4Hz) > 7.523(1 H,s), 7.735(1 H,d,J=8.4Hz), 7.779(1 H,s), 8.1 98(1 H,d,J=4.8Hz), 8.552 
(1H,s). 

Example 374 

2- [2-(3-Cyclopentyl-4-hydroxy-phenyl)-2-oxo-ethyl]-6- ethoxy-3-imino-2,3-dihydro-1 H-isoindole-5-carboxylic acid 
methylamide hydrobromide 

[1 283] 1 H-NM R(DMSO-d6)5: 

1.409(3H,t,J=6.8Hz), 1 .49-1 .84(6H,m), 1 .92-2.03(2H,m), 2.821 (3H,d,J=:4.8Hz), 4.276(2H,q,J=6.8Hz), 4.835(2H,s), 
5.413(2H,s), 6.944(1 H,d,J=8.4Hz), 7.522(1H,s), 7.727(1 H,d,J=8.4Hz), 7.785(1H,s), 8.1 8-8.21 (1 H,m), 8.552(1H,s). 

Example 375 

N-{3-tert-Butyl-5-[2-(5-ethoxy-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxy-benzyl}-N-methylacetamide 
hydrobromide 

[1 284] 1 H-NM R(DMSO-d6)5: 

1.36(3H l t,J=6.8Hz), 1 .37(9H,s), 2.11 (3H,s), 3.10(3H,s), 4.1 6(2H,q,J=6.8Hz), 4.48(2H,s), 4.79(2H,s), 5.43(2H,s), 7.22 
(IH.d^S.SHz), 7.32(1H,s), 7.82(1H.s), 7.91(1^5), 8.09(1H,d,J=8.8Hz), 9.10(1H,s), 9.72(1H,s), 11.27(1H,s). 

Example 376 

6-Ethoxy-2-[2-(3-ethyl-4-hydroxy-phenyl)-2-oxo-ethyl]-3-imino-2 > 3-dihydro-1H-isoindole-5-carboxylic acid 
methylamide hydrobromide 

[1285] 1 H-NMR(DMSO-d6)8: 

1 .149(3H,t l J=7.6Hz) ) 1 .407(3H,t,6.8Hz), 2.597(3H,q,J=7.6Hz), 2.820(3H,d,J=4.8Hz), 4.273(2H,q,J=6.8Hz), 4.838(2H, 
s), 5.406(2H,s), 6.946(1 H,d,J=8.4Hz), 7.51 9(1 H,s), 7.70-7.78 (2H,m), 8.16-8.23(1 H,m), 8.549(1 H,s). 

Example 377 

2-[2-(3-Cyclopentyl-4-hydroxy-5-methyl-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2 > 3-dihydro-1H-isoindole- 
5-carboxamide hydrobromide 

[1 286] 1 H-NM R(DMSO-d6)S: 

1.415(3H,t,J=6.8Hz) > 1 .41 -1 .83(6H,m), 1 .92-2.03(2H,m), 2.249(3H,s), 4.273(2H,q,J=6.8Hz), 4.834(2H,s), 5.427(2H, 
s), 7.522(1 H,s), 7.642(1 H,s), 7.657(1 H,s), 7.693(1 h,s), 7.756(1 H,s), 8.61 7(1 H,s). 



260 



EP 1 391 451 A1 

Example 378 

N-i3-tert-Butyl-5-[2-(5-ethoxy-1-imino-1,3-dihydro^^ 
methylmethanesulfonamide hydrobromide 

[1287] 1H-NMR(DMSO-d6)5: 

1.37(3H,t,J=6.8Hz), 1.41 (9H,s), 2.73(3H,s), 3.02(3H,s), 4.1 6(2H,q,J=6.8Hz), 4.37(2H,s), 4.79(2H,s), 5.46(2H,s), 7.21 
(1H,dd,J=2.0,8.8Hz), 7.32(1 H,d,J=2.0Hz), 7.80(1H,s), 7.81(1H,s), 8.09(1 H,d,J=8.8Hz), 9.10(1H,s), 9.72(1 H,s), 12.06 
(1H,s). 

Example 379 

{2-tert-Butyl-4-[2-(5,6-diethoxy-1 -imino-1 ,3-dihydro-?soindol-2-yl)-aretyl]-phenoxy}-acetic acid hydrobromide 
[1288] 1H-NMR(DMSO-d6)5: 

1 .35-1 .44(15H,m), 4.08(2H,q,J=7.2Hz), 4.15(2H,q,J=7.2Hz), 4.72(2H,s), 4.87(2H,s), 5.46(3H,s), 7.07(1 H,d,J=8.8Hz), 

7.34(1H,s), 7.87(1 H,d,J=8.8Hz), 9.13(1H,s), 9.67(1H,s). 

MS:m/e(ESI)467.1(MH+) 

Example 380 

2-[2-(3-te^Butyi-4-carbamoylmethoxy-ph 
acid methylamide hydrobromide 

[1289] 1 H-NMR(DMSO-d6)S: 

1.35-1 .44(1 2H,m), 2.82(3H,d,J=5.2Hz), 4.27(2H,q,J=7.2Hz) > 4.66(2H,s), 4.85(2H f s), 5.45(2H,s), 7,03(1 H,d,J=8.8Hz), 
7.33-7.45(2H,m), 7.53(1 H,s), 7.85(1 H,s), 7.89(1 H t d,J=8.8Hz), 8.1 9(1 H,d,J=0.8Hz), 8.55(1 H,s). 
MS:m/e(ESI)481.2(MH+) 

Example 381 

6-Ethoxy-2-[2-(4-ethoxy-3-methylcarbamoyl-phenyl)-2-oxo-ethyl]-3-imino-2 > 3-dihydro-1H-isoindole-5-carboxylic acid 
methylamide hydrobromide 

[1290] 1H-NMR(DMSO-d6)8: 

1 .41 (6H l t,Js7.2Hz), 2.82(3H,s), 2.83(3H,s), 4.29(4H,qq,J=6.8Hz,7.2Hz), 4.86(2H,s), 5.49(2H,s), 7.32(1 H,d,J=8.4), 

7.53(1 H,s), 8.07(1 H,d,J=8.4), 8.13(1H,s), 8.21(1H,s), 8.35(1 H,s), 8.56(1H,s). 

MS:m/e(ESI)453.1(MH+) 

Example 382 

2-Ethoxy-5-[2-(7-imino-2-methyl-5 > 7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-N-methyl-benzamide hydrobromide 
[1291] 1H-NMR(DMSO-d6)5: 

1.41(3H,t,J=6.8Hz), 2.67(3H,s), 2.82(3H,d,J=4.4Hz), 4.29(2H,q,J=6.8Hz), 4.87(2H,s), 5.55(2H,s), 7.32(1 H,d, 
J=8.4Hz), 7.70(1 H,d,J=8.4Hz), 8.08(1 H,d,J=8.4Hz), 8.12-8.1 7(2H,m), 8.35(1H,s). 

Example 383 

2-Ethoxy-5-[2-(3-ethoxy-7-imino-2,4-dimethyl-5 > 7-dihydrO'pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-N-methylbenzamide 
hydrobromide 

[1 292] 1 H-NM R(DMSO-d6)S: 

1.40(6H,t,J=6.8Hz), 2.32(3H,s), 2.58(3H,s), 2.82(3H,d,J=4.4Hz), 4.01 (2H,q,J=6.8Hz), 4.29(2H,q,J=6.8Hz), 4.83(2H f 
s), 5.54(2H,s), 7.32(1 H,d,J=8.4Hz), 8.08(1 H,J=8.4Hz), 8.13(1 H 1 d,J=4.4Hz), 8.35(1 H,s), 9.50(1 H,brs), 9.87(1 H.brs). 
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Example 384 

2-Ethoxy-5-f2-(3-ethoxy-7-imino-2 > 4-dimethyl-57-dihydro-py 
hydrobromide 

[1 293] 1 H-NM R(DMSO-d6)5: 

1.44(18H,S), 4.89(2H,s) t 5.54(2H,s), 7.70(1 H,dd,J=2.4,9.6Hz), 7.77-7.86 (3H,m) , 7.89(1 H,d,J=9.6Hz), 7.95(1 H,d, 
J=2.4Hz), 7.99(1 H,m), 8.08(1 H,s), 8.49(2H,d,J=3.2Hz), 9.31 (1H,s), 9.82(1 H,s). 

Example 385 

1-(3,5-Di-fe/t-butyl-4-hydroxy-phenyl)-2-[1-imino-5-(pyridin-3-ytoxy)-1 ,3-dihydro-isoindol-2-yl]-ethanone 
hydrobromide 

[1 294] 1 H-NM R(DMSO-d6)5: 

1.44(18H,s), 4.85(2H,s), 5.52(2H,s), 7.51 (1 H,dd,J=2.4,8.8Hz), 7.55(1 H,d,J=2.4Hz), 7.77-7.84(3H,m), 8.00(1H,m), 
8.09(1 H,m), 8.28(1 H,d,J=8.8Hz), 8.46-8.53(2H,m), 9.24(1 H,s), 9.22(1 H,s). 

Example 386 

tert-Butyl {2-te/t-butyl-4-[2-(3-ethoxy-7-imino-2,4-dim^ 
acetate hydrobromide 

[1295] 1 H-NMR(DMSO-d6)5: 

1.37-1 .42(1 2H,m), 1 .43(9H,s), 2.32(3H,s), 2.58(3H,s), 3.99(2H,q,J=6.8Hz), 4.83(2H,s), 4.86(2H,s), 5.50(2H,s), 7.05 
(1H,d,J=8.8Hz) f 7.86(1 H,d,J=2.0Hz) J 7.90(1 H t dd,J=8.8and2.0Hz), 9.40-9.47(1 H,m), 9.82-9. 89(1H,m). 
MS:m/e(ESI)510.3(MH+) 

Example 387 

{2-terEButyl-4-[2-(3-ethoxy-7-imino-2,4-dim^ acetic acid 

trifluoroacetate 

[1 296] 1 H-NM R(DMSO-d6)S: 

1.34-1. 67(1 2H,m), 2.31 (3H,s), 2.58(3H > s) ) 3.99(2H,q 1 J=6.8Hz), 4.83(2H,s), 4.89(2H,s), 5.50(2H,s), 7.07(1 H,d, 
J=8.8Hz), 7.85(1 H,d,J-2.0Hz), 7.89(1 H,dd,J=8.8and2.0Hz), 9.40-9.49(1 H.m), 9.81 -9.91 (1 H,m). 
MS:m/e(ESI)454.2(MH+) 

Example 388 

{2-fe^Sutyl-4-[2-(6-carbamoyl-5-ethoxy-1-imino-1,3-dihydro-isoindol-2-yl)-acetyl]-prienoxy}-acetic acid 
trifluoroacetate 

[1297] 1H-NMR(DMSO-d6)6: 

1.40(9H,s), 1 .40(3H,t l J=7.0Hz) l 4.27(2H,q,J=7.0Hz), 4.85(2H,s), 4.88(2H,s), 5.46(2H,s), 7.07(1 H,d,J=8.4Hz), 7.53 
(1H,s) t 7.69(1 H.brs), 7.76(1 H.brs), 7.86(1 H,s), 7.88(1 H,d,J=8.4Hz), 8.63(1 H,s), 9.20-9.26(1 H,m), 9.85(1 H.brs). 
MS:m/e(ESl)468.1(MH+) 

Example 389 

1-(3,5-Di-fer/-butyl-4-hydroxy-phenyl)-2-[7-imino-2-(2-methyl-2H-pyrazol-3-yl)-57-dihydro-pyTO 
ethanone hydrobromide 

[1 298] 1 H-NM R(DMSO-d6)6: 

1.41(18H,s), 4.24(3H,s), 4.96(2H,s), 5.62(2H,s), 6.99(1 H,s), 7.55(1H,s), 7.79(2H,s), 8.22(1 H,d,J=8.0Hz), 8.35(1H,d, 
J=8.0Hz). 

MS:m/e(ESl)460.2(MH+) 
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Example 390 

2-[2-(3 t 5-Di-tert-butyl-4-hydroxy-phenyl)-2-oxo-^^ 
5-carboxylic acid methylamide hydrobromide 

[1299] 1 H-NMR(DMSO-d6)5: 

1.33(3H,t,J=7.2Hz), 1.42(18H,s), 2.82(3H I d ) J=4.4Hz), 4.29(2H,q,J=7.2Hz), 4.99(2H,s), 5.51 (2H,s), 7.77(2H,s), 8.29 

(1H,s), 8.36-8.41 (1H,m). 

MS:m/e(ESI)498.2(MH+) 

Example 391 

{2-tert-Butyl-4-[2-(7-imino-2-methyl-57-dihydro^ acid hydrochloride 

[1 300] 1 H-NM R(DMSO-d6)5: 

1 .40(9H,s), 2.68(3H,s), 4.86(2H,s) > 4.89(2H,s), 5.55(2H,s), 7.08(1 H,d,J=9.2Hz), 7.71 (1 H,d,J=7.2Hz), 7.86(1 H,s), 7.89 

(1H,d,J=9.2Hz), 8.15(1 H,d,J=7.2Hz), 9.57(1H,s), 9.95(1 H,s). 

MS:m/e(ESI)394.0(MH+) 

Example 392 

{4-[2-(5-Ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yQ-acetyl]-2-methoxy-phenoxy}-acetic acid 
hydrobromide 

[1 301] 1 H-NM R(DMSO-d6)8: 

1.41(3H,t,J=7.2Hz), 2.82(3H J d,J=4.8Hz), 3.85(3H,s), 4.28(2H 1 q,J=7.2Hz) I 4.84(2H J s), 4.85(2H,s), 5.46(2H,s), 7.06 
(1 H.d.J^.OHz), 7.50(1 H,s), 7.53(1 H,s), 7.64(1 H,d,J=7.8Hz), 8.1 9(1 H,q,J=4.8Hz), 8.56(1 H,s), 9.27(1 H,s), 9.85(1 H,s). 
MS:m/e(ESI)456.1(MH+) 

Example 393 

1-(3 > 5-Di-te/t-butyl-4-hydroxy-phenyl)-2-(1-imino-5-methoxy-7-methyl-1,3-dihydro-isoindol-2-yl)-ethanone 
hydrobromide 

[1 302] 1 H-NM R(DMSO-d6)5: 

1.41(18H,s), 2.63(3H,s),3.85(3H,s), 4.54(2H,s), 5.48(2H,s), 7.01 (1 H,d,J=2Hz), 7.17(1H,d,J=2Hz), 7.76(2H,s). 
MS:m/e(ESI)423.0(MH+) 

Example 394 

1- {3-terf-Butyl-4-hydroxy-5-[(2-hydroxy-ethyl)-methylamino]-phenyl}-2-(5-ethoxy-1-imino-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[1303] 1H-NMR(DMSO-d6)5: 

1 .38(3H,t,J=7.2Hz), 1 ,40(9H,s), 2.69(3H,s), 2.86(2H l t I J=4.8Hz), 3.58(2H ( t,J=4 J 8Hz), 4.1 8(2H,q, J=7.2Hz), 4.78(2H,s), 
5.44(2H,s), 7.22(1 H,d,J=8.8Hz), 7.33(1 H,s),7.65(1 H,s), 7.69(1 H,s), 8. 11 (1H,d, J=8, 8Hz) . 

Example 395 

2- [2-(8-fe/t-Butyl-4,4-dimethyl-thiochroman-6-yl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole- 
5-carboxylic acid methylamide hydrobromide 

[1304] 1 H-NMR(DMSO-d6)S: 

1.38(6H,s), 1.44(3H,t,J=7Hz), 1.53(9H,s), 1 .91-1 .97(2H,m), 2.85(3H,d,J=5Hz), 3.08-3.14(2H,m), 4.31 (2H,q,J=7Hz), 
4.87(2H,s) l 5.53(2H,s), 7.56(1 H,s), 7.77(1 H,s), 7.94(1 H.s), 8.22(1 H,q, J=5Hz), 8.59(1 H,s). 
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Example 396 

2'[2-(8-fe/t-Butyl-4,4-dimethyl-1-oxo-th8ochroman-6-yl)-2-oxo-ethyl]-6-ethoxy-3-imin 
5-carboxylic acid methylamide hydrobromide 

[1 305] 1 H-NM R(DMSO-d6)8: 

1 .37(3H J s), 1 .43(3H,t,J=7Hz), 1 .55(3H,s), 1 .61 (9H.S), 2.80-2.90(2H,m), 2.85(3H,d J J=5Hz) ) 3.07-3.27(2H,m), 4.61 (2H, 
q,J=7Hz), 4.89(2H,s), 5.45-5.68(2H,m), 7.57(1 H,s), 7.86(1 H,s), 8.13(1 H,s), 8.22(1 H,q,J=5Hz), 8.59(1 H,s). 

Example 397 

Ethyl {2-[2-(3,5-di-fe^butyl-4-hydroxy-ph^^ 
1 -ytSdene}-carbamate 

[1306] 1H-NMR(DMSO-d6)5: 

1.37(3H,t t J=7.2Hz), 1.46(18H,s), 1 .55(3H,t,J=6.8Hz), 3.01 (3H,t,J=4.8Hz), 4.25(2H,q,J=7.2Hz), 4.32(2H I q,J=7.2Hz), 

4.63(2H,s), 5.11(2H,s), 5.80(1 H,s), 6.98(1 H,s), 7.88(2H,s), 8.82(1 H,s). 

MS:m/e(ESI)552.3(MH+) 

Example 398 

2-[2-(3-fert-Butyl-4-hydroxy-phenyl)-2-oxo-eth^^ acid 
methylamide hydrobromide 

[1 307] 1 H-NM R(DMSO-d6)5: 

1.37(9H,s), 1.42(3H,t,J=6.8Hz), 2.81 (1 H,d,J=4.4Hz), 4.20(2H,q,J=6.8Hz), 4.80(2H,s), 5.46(2H,s), 6.96(1 H,d, 

J=8.4Hz), 7.77(1 H,d,J=8.0Hz), 7.81 (1H,s), 7.94(1 H,s) 3 8.01 (1H,s), 8.24(1 H,d,J=4.4Hz). 

MS:m/e(ESI)424.2(MH+) 

Example 399 

2-[2-(2-fe^Butyi-pyridin-4-yl)-2-oxo-ethyl]'6-ethoxy'3"imlno-2,3-dihydro-1H-isoindole-5-car^ acid methylamide 
hydrobromide 

[1308] 1 H-NMR(DMSO-d6)8: 

1.37(9H,s), 1.42(3H,t,J=6.8Hz), 2.83(3H,d,J=4.4Hz), 4.28(2H,q,J=6.8Hz), 4.89(2H,s), 5.53(2H,s), 7.55(1 H,s), 7.71 
(1H,d,J=6.4Hz), 7.85(1 H,s), 8.20(1 H,d,J=4.4Hz), 8.57(1 H,s), 8.82(1 H,d,J=5.6Hz), 9.24(1 H.brs), 9.90(1 H.brs). 

Example 400 

1-(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-[1-imino-6-(pyridin-4-yloxy)-1 ,3-dihydro-isoindol-2-yi]-ethanone 
hydrobromide 

[1 309] 1 H-NM R(DMSO-d6)5: 

1 .44(1 8H,s), 4.93(2H,s), 5.55(2H,s), 7.30(2H > d,J=6.8Hz), 7.76-7.83(3H,m), 7.96(1 H,d,J=8.4Hz), 8.1 2(1 H I d,J=2.0Hz), 
8.52(2H ) d,J=6.8Hz). 

Example 401 

1-(3,5-Di-rerf-butyl-9-hydroxy-phenyl)-2-[1-imino-5-(pyridin-4-yloxy)-1 ,3-dihydro-isoindol-2-yl]-ethanone 
hydrobromide 

[1310] 1 H-NMR(DMSO-d6)5: 

1.44(18H,s), 4.90(2H,s), 5.54(2H,s), 7.31 (2H,d,J=7.2Hz) 1 7.64(1 H J dd,J=2.0 t 8.4Hz), 7.75(1 H,d,J=2.0Hz), 7.80(2H,s), 
8.10(1H,s), 8.36(1 H,d,J=8.4Hz), 8.51 (2H,d,J=7.2Hz), 9.31(1H,s), 1 0.00(1 H,s). 
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Example 402 

2-{2-[8-tert-Butyl-4-(2-hydroxv-ethyl)-3 > 4-dihydro^ 
2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[1311] 1H-NMR(DMSO-d6)5: 

1.36(9H,s), 1.43(3H l t,J=6.8Hz), 2.84(3H,d,J=4.8Hz), 3.43(2H,t,J=6.0Hz) 1 3.50(2H,t,J=4.0Hz), 3.63(2H 1 t,J=6.0Hz), 
4.25(2H,t,J=4.0Hz), 4.29(2H l q,J=6.8Hz) f 4.85(2H,s), 5.50(2H,s), 7.22(2H,s), 7.54(1 H,s), 8.22(1 H ) q,J=4.8Hz) l 8.57 
(1H.S), 9.31(1H,s), 9.88(1H,s). 

Example 403 

N-{6-[2-(3,5-Di-fert-butyl-4-hydroxy-phenyl)-2^ 
methanesulfonamide hydrochloride 

[1 31 2] 1 H-NMR(DMSO-d6)5: 

1.42(18H,s), 3.56(3H,s), 4.80(2H,s), 5.59(2H,s), 7.26(1 H,d,J=8.8Hz), 7.78(2H,s), 8.08(1 H,s), 8.1 7(1 H,d,J=8.8Hz), 

9.50(1H,s), 9.65(1H,s), 11.19(1H r s). 

MS:m/e(ESI)473.2(MH+) 

Example 404 

2-[2-(3-Cyclopentyl-5-fluoro-4-hydroxy-phenyl)-2-oxo-^^ 
acid methylamide hydrobromide 

[1313] 1H-NMR(DMSO-d6)5: 

1.41(3H l t,J=7.2Hz) l 1.21-1.33(2H,m) l 1 .52-1 .69(2H,m), 1 .74-1 .80(2H,m), 1 .93-2.02(2H,m), 2.82(3H,d,J=4.8Hz), 
4.11-4.13(1H,m), 4.28(2H,q,J=6.8Hz), 4.84(2H,s), 5.45(2H,s), 7.53(1H,s), 7.65-7.71 (2H,m), 8.19-8.22(1 H,m), 8.56 
(1H,s). 

MS:m/e(ESI)454.2(MH+) 
Example 405 

2-[2-(7-fe/Y-Butyl-2-hydroxymethyl-benzofuran-5-yl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole- 
5-carboxylic acid methylamide hydrobromide 

[1314] 1H-NMR(DMSO-d6)5: 

1.42(3H,U=6.8Hz), 1.49(9H,s), 2.83(3H,d,J=4.8Hz), 4.29(2H,q,J=7.2Hz). 4.64(2H,d t J=6.0Hz) 1 4.88(2H,s), 5.85(2H r 
d,J=6.0Hz), 6.94(1 H,s), 7.55(1 H,s), 7.77(1 H,s), 8.1 9-8.23(1 H,m), 8.24(1 H,s), 8.57(1 H,s). 
MS:m/e(ESI)478.2(MH+) 

Example 406 

1-(3 ( 5-Di-fe/f-butyl-9-hydroxy-phenyl)-2-(1-^ 
hydrobromide 

[1315] 1H-NMR(DMSO-d6)8: 

1.50(18H,s), 3.64(3H,s), 3.90(3H,s), 4.75(2H,s), 5.34(1 H,s), 6.04(2H,s) > 6.68(1 H,d,J=2Hz), 6.80(1 H,d,J=2Hz), 7.47 

(1H,brs), 8.00(2H,s). 

MS:m/e(ESl)470.0(MH+) 

Example 407 

1-(3,5-Di-tertbutyl-4-hydroxy-phenyl)-2-^ 
hydrobromide 

[1 31 6] 1 H-NM R(DMSO-d6)6: 

1.42(18H,s), 3.84(3H,s) l 4.69(2H,s), 5.43(2H,s), 6.55(1 H,s), 6.78(1 H,s), 7.75(2H,s), 8.04(1 H,s), 8.34(1 H,s), 9.1 0(1 H, 
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s), 11.78(1H,s). 
MS:m/e(ESI)426.0(MH+) 

Example 408 

2-{2-tert-Butyl-4-[2-(5,6-diethoxy-1 -imino-1 ,3- dihydro-isoindol-2-yl)-acetyl]-phenoxy}-acetamide hydrobromide 
[1317] 1H-NMR(DMSO-d6)S: 

1.32-1 .48(1 5H,m), 4.09(2H,q,J=7.2Hz), 4.15(2H,q,J=7.2Hz), 4.66(2H,s)4.73(2H p s), 5.43(2H,s), 7.03(1 H,d,J=8.8Hz), 
7.35(11-1,5), 7.36-7.44(2H,m), 7.78(1 H,s), 7.86(1 H,s), 7.90(1 H,d,J=8.8Hz), 9.01-9.16(1 H.brs), 9.50-9.65(1 H.brs). 
MS:m/e(ESI)468.2(MH+) 

Example 409 

2-[2-(3-tert-Butyl-4-hydroxy-5-methoxy-phenyl)-2^ 
acid methylamlde hydrobromide 

[1 31 8] 1 H-NM R(DMSO-d6)5: 

1.41(9H,s), 1 .44(3H,t,J=7Hz), 2.85(3H,d,J=5Hz), 3.90(3H,s), 4.30(2H,q,J-7Hz) I 4.87(2H,s), 5.51 (2H,s), 7.47(1 H,s), 
7.55(2H,s), 8.21(1H,q,J=5Hz), 8.58(1 H,s). 

Example 410 

1-(3,5-Di-tert-butyl-4-hydroxy-phenyl^ 
ethanone hydrochloride 

[1319] 1H-NMR(DMSO-d6)5: 

1.42(18H,s), 2.58(3H,s), 4.69(2H,s), 4.86(2H,s), 5.60(2H,s), 7.78(2H J s), 8.05-8.10(1 H,m), 8.20(11-1,3), 9.44-9.50(1 H, 
m), 9.85-9.90(1 H,m). 

Example 411 

1- (3,5-D8-fert-butyl-4-hydroxy-phenyl)-2-[7-im^ 
[3,4-b]pyridin-6-yl]-ethanone hydrobromide 

[1320] 1H-NMR(DMSO-d6)S: 

1.42(18H,s), 1.30-1,85(6H,m), 2.63(3H,s), 3.48-3.55(1 H,m), 3.75-3.82(1 H,m), 4.68(1 H,d,J=14.4Hz), 4.79(1 H.brs), 
4.86(2H,s), 4.88(1H,d,J=14.4Hz), 5.54(2H,s), 7.76(2H,s), 8.20(1H,s), 9.85-9.95(1 H,m). 

Example 412 

2- (3-Aminomethyl-7-imino-2-methyl-57-dihydro^ 
ethanone hydrochloride 

[1321] 1 H-NMR(DMSO-d6)S: 

1 .42(1 8H,s), 2.74(3H,s), 4.23-4.30(2H,m), 4.90(2H,s), 5.59(2H,s), 7.78(2H,s), 8.09(1 H,s), 8.25(1 H.brs), 9.55-9.64(1 H, 
m), 9.95-10.02(1 H,m). 

Example 41 3 

tert-Butyl {6-f2-(3 t 5-di-te/t-butyl-4-hydroxy-phenvl)-2-oxo-ethyl1-7>imino-2-methyl-6 } 7-dihydro-5H-pyrrolo[3,4-b1 
pyridin-3-ylmethyl}-carbamate hydrobromide 

[1 322] 1 H-NM R(DMSO-d6)5: 

1.40(27H,s), 2.64(3H,s), 4.28-4.32(2H,m), 4.84(2H,s), 5.49(2H,s), 7.55-7.60(1 H,m), 7.72(2H,s), 7.97(1 H,s). 
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Example 41 4 

1- (3,5-Di-tertbutyl-4-hydroxy-phenyl)-2-(5- hydroxymethyl-7-imino-2-methyl-S7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)' 
ethanone hydrobromjde 

[1323] 1H-NMR(DMSO-d6)5: 

1 .40(1 8H,s), 2.67(3H,s), 3.89(1 H.brs), 4.08(1 H,d,J=1 2.0Hz), 5.46(2H,dd, J=1 8.4Hz,1 8.4Hz), 7.70(1 H,d,J=8.0Hz) > 7.73 
(2H,s), 8.15(1 H,d,J=:8.0Hz). 

Example 415 

2- [2-(3-fe/t-Butyl-4-cait)amoylmethoxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-^ 
5-carboxamide hydrobromide 

[1324] 1 H-NMR(DMSO-d6)S: 

1.26-1 .30(1 2H l m), 4.15(2H ) q,J=7.2Hz), 4.54(2H,s), 4.73(2H,s), 5.33(2H,s), 6.91 (1 H,d,J=8.8Hz), 7.24-7.31 (2H,m), 

7.41 (1H,s), 7.57(1 H,s), 7.65(1 H,s), 7.78(1 H,d 1 J=8.8Hz), 8.51 (1H,s). 

MS:m/e(ESI)467.1(MH+) 

Example 416 

2-[2-(3-te^Butyl-4-methanesulfonylam 
5-carboxylic acid methylamlde hydrobromide 

[1325] 1 H-NMR(DMSO-d6)S: 

1.39-1. 47(1 2H,m), 2.83(3H,d,J=5.2Hz), 3.26(3H,s), 4.28(2H,q,J=7.2Hz), 4.87(2H,s), 5.50(2H,s), 7.51 -7.60(2H,m), 
7.84-7.92(1 H,m), 7.95-8.03(1 H,m), 8.16-8.23(1 H,m), 8.57(1H,s), 8.92(1 H.brs), 9.21 (1 H,brs). 
MS:m/e(ESI)501 .2(MH+) 

Example 417 

2-[2-(3,5-Di-fe/t-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-6-dimethylamino-3-imino-2 l 3-dihydro-1H-isoin 

5- carboxylic acid methylamide hydrobromide 

[1326] 1H-NMR(DMSO-d6)S: 

1.44(18H,s), 2.80(3H,d,J=4.4Hz), 2.94(6H,s), 4.75(2H,s), 5.46(2H,s), 7.17(1 H,s) f 7.79(2H,s), 8.05(1 H,s), 8.10(1 H,s), 
8.37(1 H,m), 8.94(1 H,s), 9.54(1 H,s). 

Example 41 8 

6- Chloro-2-[2-(3,5-di-te^butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-7-fluoro-3-imino-2,3-dihydro-1H>isoindole- 
5-carboxylic acid methylamide hydrobromide 

[1327] 1H-NMR(DMSO-d6)5: 

1.41(18H,s), 2.81(3H,d,J=4,4Hz), 5.06(2H,s), 5.52(2H,s), 7. 76 (2H, s) , 8.20(1H,s), 8.64-8.72(1 H,m). 
MS:m/e(ESI)488.2(MH+) 

Example 419 

1 -(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-[1 -imino-6-(1 -methyl-piperidin-4-yloxy)-1 ,3-dihydro-isoindol-2-yl]-ethanone 
hydrobromide 

[1328] 1H-NMR(DMSO-d6)5: 

1.44(9H,s), 1.85-2.22(4H,m), 2.60(3H,s), 2.73-3.12(4H,m), 4.61 (1H,m), 4.79(2H,s), 5.51 (2H,s), 7.46(1 H.ddd, 
J=2.4,5.2,8.8Hz), 7.70(1 H l dd,J=5.2 f 8.8Hz) I 7.80(2H,s), 7.87(1 H,dd,J=2.4,5.2Hz), 8.09(1 H,s), 9.25(1 H,s), 9.76(1 H.s). 



267 



EP 1 391 451 A1 

Example 420 

1 -(3,5-Di-tert-butyl-4-hydroxy-phenyt)-2-[1 -imino-5-(1 -rnethyl-piperidin-4-yloxy)-1 ,3-dihydro-isoindol-2-yl]-ethanone 
hydrobromide 

[1329] 1H-NMR(DMSO-d6)8: 

1.44(9H,s), 1.86(2H,m), 2.14(2H,m), 2.59(3H,s), . 2.92(4H,m), 4.78(1H,m), 4.79(2H,s), 5.47(2H,s), 7.29(1H,dd, 
J=2.0,8.8Hz), 7.44(1 H,d,J=2.0Hz), 7.79(2H,s), 8.11 (1 H,d l J=8.8Hz), 9.06(1H,s), 9.72(1H,s). 

Example 421 

6-Ethoxy-3-imino-2-[2-oxo-2-(5,67,8-tetrahydron^^ acid 
methylamide hydrobromide 

[1330] 1H-NMR(DMSO-d6)5: 

1.408(3H l t,J=6.8Hz), 1 .73-1 .78(4H,m), 2.77-2.83(4H,m), 4.276(2H,q,J=6.8Hz), 4.856(2H.s), 5.470(2H,s), 7.276(1 H, 
d,J=7.6Hz), 7.526(1 H,s), 7.71 6(1 H,s), 8.1 7-8.24(1 H,m), 8.553(1 H,s). 

Example 422 

1- (3,5-Di-fe^butyl-4-hydroxy-phenyl)-2-(6^ 
hydrobromide 

[1 331 ] 1 H-NM R(DMSO-d6)5: 

1.35(3H,t,J=7.0Hz), 1.41(18H,s), 4.44(2H,q,J=7.0Hz), 4.83(2H,s), 5.46(2H,s), 7.17(1H,s), 7.76(2H,s), 9.02(1H,s). 
MS:m/e(ESI)424.3(MH+) 

Example 423 

N42-tert-Butyl-4-[2-(3-ethoxy-7-imino-2,4-dimem^ 
methanesulfonamide hydrobromide 

[1332] 1H-NMR(DMSO-d6)5: 

1 .39{3H,t,J=7.2Hz), 1.44(9H,s), 2.32(3H,s), 2.59(3H,s), 3.26(3H,s), 3.98(2H,q,J=7.2Hz), 4.85(2H,s), 5.56(2H,s), 7.57 
(1 H.d.^S.OHz), 7.88(1 H,brd,J=8.0Hz), 8.00(1 H,brs), 8.92(1 H.brs), 9.40-9.51 (1 H,m), 9.85-9,94(1 H,m). 
MS:m/e(ESI)473.2(MH+) 

Example 424 

1 -(3,5-Di-terf-butyl-4-hydroxy-phenyl)-2-(5-ethoxy-6-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1333] 1H-NMR(DMSO-d6)5: 

1.40(3H,t,J=7.0Hz), 1.41(18H,S), 4.23(2H,q,J=7.0Hz), 4.78(2H,s), 5.48(2H,s) f 7.60(1 H,d,J=7.0Hz), 7.75(2H,s), 8.04 
(1H,d,J=11.0Hz). 

Example 425 

2- [2-(3-Cyclopentyl-5-ethyl-4-hydroxy-phenyl)-2-oxo-e^ 
acid methylamide hydrobromide 

[1 334] 1 H-NM R(DMSO-d6)5: 

1.150(3H,t,J=7.6Hz), 1.408(3H,t,J=6.8Hz), 1 .45-1 .84(6H,m), 1 .94-2.04(2H,m), 2.662(2H,q,J=7.6Hz), 2.824(3H,d, 
J=4.4Hz), 4.276(2H,q,J=6.8Hz), 4.835(2H,s), 5.438(2H,s), 7.523(1 H,s), 7.628(1 H,s), 7.670(1 H,s), 8.1 7-8.23(1 H,m), 
8.547(1 H,d,J=0.8Hz). 
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Example 426 

N-{6-f2-(3,5-Di-tert-butyl-4-hydroxy-pheny^ 
acetamide hydrobromide 

[1335] 1H-NMR(DMSO-d6)5: 

1.10(3H,t,J=7.0Hz), 1.34(181-1,8), 2.07(3H,s). 3.91 (2H,q,J=7.0Hz), 4.81 (2H,s), 5.29(2H,s), 7.54(2H,s), 7.85(1 H,d, 

J=8.2Hz), 8.27(1 H,d,J=8.2Hz). 

MS:m/e(ESI)465.2(MH+) 

Example 427 

N-{2-tert-Butyl-4-[2-(7-imino-2-methyl-5,7-dih^ 
hydrobromide 

[1336] 1 H-NMR(DMSO-d6)S: 

1.44(9H,s), 2.69(3H,s), 4.88(2H,s), 5.57(2H,s), 7.53-7.58(1 H,m), 7.72(1 H,d,J=8.0Hz), 7.82-8.00(2H,m), 8.18(1H,d, 
J=8.0Hz). 

Example 428 

Methyl 7-ferf-butyl-5-[2-(5-ethoxy'1-imino-6-methylcarbamoyl-1 ( 3-dihydro-isoindol-2-yQ-acetyl]-benzofuran- 
2-carboxylate hydrobromide 

[1337] 1 H-NMR(DMSO-d6)5: 

1.42(3H,t,J=6.8Hz), 1.51(9H,s), 2.83(3H,d,J=4.8Hz), 3.93(3H,s), 4.29(2H,q,J=6.8Hz), 4.89(2H,s), 5.61 (2H,s), 7.55 
(1H,d,J=1.2Hz), 7.95(1 H,d,J=1.2Hz), 7.97(1H,s), 8.18-8.22(1 H.m), 8.44(1H,s) s 8.58(1 H,s). 
MS:m/e(ESI)506.2(MH+) 

Example 429 

tert-Butyl 8-terf-butyl-6-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2 > 3-dihydro-benzo 
[1 ^Idioxine^orS-carboxylate hydrobromide 

[1 338] 1 H-NM R(DMSO-d6)5: 

1.41(9H,s), 1 t 43(9H,s), 1 .44(3H,t,J=7Hz), 2.84(3H,d 1 J=5Hz) 1 4.25-4.35(1 H,m), 4.30(2H,q, J=7Hz), 4.51-4.57(1 H.m), 
4.85(2H,s), 5.30-5.34(1 H,m), 5.46(2H,s), 7.46(1 H,d,J=3Hz), 7.52(1 H,d,J=3Hz), 7.55(1 H,s), 8.21 (1 H,q,J=5Hz), 8.58(s, 
1H), 9.22(1 H.brs), 9.85(1 H.brs). 

Example 430 

2-[2-(3-fe/t-Butyl-4-hydroxy-5-methoxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole- 
5-carboxamide hydrobromide 

[1339] 1H-NMR(DMSO-d6)5: 

1.40(9H,s), 1.45(3H,t,J=7Hz), 3.89(3H,s), 4.30(2H,q,J=7Hz) > 4.86(2H,s), 5.50(2H,s), 7.47(1 H,s), 7.55(2H,s), 7.71 (1H, 
s) t 7.78(1 H,s), 8.64(1 H,s). 

Example 431 

2-[2-(3-tert-Butyl-4-methanesulfonylamino-phe^ 
5-carboxamide hydrobromide 

[1340] 1H-NMR(DMSO-d6)5: 

1.38-1. 46(1 2H,m), 3.27(3H,s), 4.29(2H,q,J=7.2Hz), 4.87(2H,s), 5.51(2H,s), 7.53-7.60(2H,m), 7.68-7.72(1 H,m), 
7.76-7.81 (1H,m), 7.86-7.91 (1 H,m), 8.00(1 H ( s), 8.64(1 H,s), 8.93(1 H,brs), 9.22(1 H.brs). 
MS:m/e (ESI) 487.2 (MH+) 
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Example 432 

1- (3-Cyclopentyl-5-ethyl-4-hydro^ 
ethanone hydrochloride 

[1 341 ] 1 H-NM R(DMSO-d6)8: 

1.151(3H,t,J=7.6Hz), 1.393(3H,t,J=6.8Hz), 1 .46-1 .82(6H,m) J .94-2.03(2H,m), 2.311 (3H,s) f 2.579(3H,s), 2.662(2H,q, 
J=7.6Hz), 3.054(3H,s), 3.988(2H,q,J=6.8Hz), 4.820(2H,s) I 5.503(2H,s), 7.630(1 H,d,J=2.0Hz), 7.673(1 H,d ( J=2.0Hz), 
9.324(1 H.s). 9.454(1 H,s). 

Example 433 

2- [2-(3-tert-Butyl-5-cyclopentyM-hydroxy-phenyQ 

5- carboxylic acid methylamide hydrobromide 

[1342] 1H-NMR(DMSO-d6)8: 

1.392(9H,s), 1.37-1 .43(3H J m), 1 .40-1 .84(6H,m), 1 .96-2.06(2H,m), 2.822(3H,d,J=4.4Hz), 4.276(2H,q,J=6.8Hz), 4.835 
(2H,s), 5.473(2H,s), 7.530(1H,s), 7.709(1H,s), 7.690(1H,s), 8.1 8-8.24(1 H t m9, 8.545(1H,s). 

Example 434 

1-(3-ferf-Butyl-5-cyclopentyl-4-hydroxy-phenyl)-2-(3-ethoxy-7-imino-2 > 4-dimethyl-57-dihydro-pyrrolo[3,^ 

6- yl)-ethanone hydrobromide 

[1343] 1H-NMR(DMSO-d6)5: 

1.391(9H t s), 1.37-1.43(3H i m), 1 .40-1 .85(6H,m), 1 .96-2.07(2H,m), 2.311 (3H,s), 2.578(3H J s), 3.987(2H,q,J=7.6Hz), 
4.807(2H,s), 5.495(2H,s), 7.683(1 H,s), 7.707(1 H,s). 

Example 435 

1-(3 l 5-Di-fert-butyl-4-hydroxy-phenyl)-2-(5-ethoxy-6-fluoro-1-imino-7-methoxy-1 ,3-dihydro-isoindol-2-yl)-ethanone 
hydrochloride 

[1344] 1H-NMR(DMSO-d6)5: 

1.40(3H,t,J=7.0Hz), 1.41(18H,s), 4.05(3H,d,J=3.0Hz), 4.22(2H,q,J=7.0Hz) J 4.71 (2H,s), 5.45(2H,s), 7.24(1 H,d, 

J=6.0Hz), 7.75(2H,s), 7.60(1 H,d,J=7.0Hz), 7.75(2H,s), 8.04(1 H,d,J=11 .0Hz). 

MS:m/e(ESI)471.2(MH+) 

Example 436 

1- (3,5-Di-fe/t-butyl-4-hydroxy-phenyl)-2-(7-imino-3-propyl-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-ethanone 
hydrobromide 

[1345] 1H-NMR(DMSO-d6)5: 

0.92(3H,t,J=5.0Hz), 1.41(18H,s), 1 .67(2H,dd,J=5.3,5.0Hz), 2.77(2H,t,J=5.3Hz), 4.88(2H,s), 5.54(2H,s), 7.78(2H,s), 

8.08(1H,brs), 8.12(1H,brs), 8.77(1 H,s), 9.40(1 H.brs), 10.02(1 H.brs). 

MS:m/e(ESI)422.2(MH+) 

Example 437 

2- (2-Amino-7-imino-57-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-1-(3,5-di-te/t-butyl-4-hydroxy-phenyl)-ethanone 
hydrobromide 

[1346] 1H-NMR(DMSO-d6)5: 

1.41(18H,s), 4.64(2H,s), 5.49(2H,s), 6.53(2H,s), 6.86(1 H.d.J^.eHz), 7.76(2H,s) I 7.78(1 H,d,J=8.6Hz), 9.40(1 H f s). 
MS:m/e(ESI)395.1(MH+) 
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Example 438 

6-Ethoxy-3-imino-2-r2-(4-methoxy-3-trifluoromethylphenyi)-2-oxo-ethyl]-2,3-dihydro-1H acid 
methylamide hydrobromide 

[1347] 1H-NMR(DMSO-d6)5: 

1.42(3H,t,J=7.2Hz), 2.82(3H,d,J=4.8Hz), 4.02(3H,s), 4.28(2H,q,J=7.2Hz), 4.87(2H,s), 5.51 (2H,s), 7.49(1 H,d, 

J=8.0Hz), 7.54(1 H,s), 8.17(1H,s), 8.20-8.22(1 H,m), 8.29(1 H,d,J=8.0Hz), 8.57(1 H,s). 

MS:m/e(ESI)450.1(MH+) 

Example 439 

2-(2-Biphenyl-3-yl-2-oxo-ethyl)-6-ethoxy-3-imino-2,3- dihydro-1 H-isoindole-5-carfaoxylic acid methylamide; 
hydrobromide 

[1 348] 1 H-NM R(DMSO-d6)5: 

1.44(3H,t,J=7z), 2.85(3H,d,J=5Hz), 4.31(2H,q,J=7Hz), 4.92(2H,s), 5.64(2H,s), 7.42-7.48(1 H,m), 7.51-7.58(3H,m), 
7.71-7.80(3H,m), 8.00-8.08(2H,m), 8.23(1 H.q^Hz), 8.27-8.29(1 H,m), 8.60(1 H,s). 

Example 440 

6-Ethoxy-3-imino-2-[2-oxo-2-(3-trifluoro acid methylamide 

hydrobromide 

[1349] 1 H-NMR(DMSO-d6)5: 

1 .41 (3H,t,J=6.8Hz), 2.82(3H,d,J=4.8Hz) t 4.28(2H,q I J=7.2Hz), 4.90(2H,s), 5.62(2H t s), 7.56(1 H,s), 7.87(1 H ! t,J=8.4Hz), 

8.12(1H,d,J=8.0Hz) l 8.19-8.23(1 H,m), 8.28(1H,s), 8.31 (IH.d.^S.OHz), 8.57(1H,s). 

MS:m/e(ESI)420.1(MH+) 

Example 441 

({3-tertButyl-5-[2-(5-ethoxy-1-imino-6-met^ 
amino)-acetic acid hydrobromide 

[1 350] 1 H-NM R(DMSO-d6)6: 

1.41(9H,S), 1.43(3H,t,J=7.2Hz), 2.75(3H,s), 2.84(3H,d,J=4.4Hz), 3.71 (2H,s), 4.30(2H,q,J=7.2Hz), 4.86(2H,s), 5.47 
(2H,s), 7.55(1 H,s), 7.66(1 H,d, J=1 .2Hz), 7.84(1 H,d,J=1 .2Hz), 8.22(1 H,q,J=4.4Hz), 8.58(1 H,s), 9.22(1 H,s), 9.85(1 H,s). 

Example 442 

2-[2-(3-fe/t-Butyl-4-hydroxy-5-methoxy-phenyl)-2-oxo-ethyl]-6-dimethylamino-3-imino-2 > 3-dihydro-1H-isoindole- 

5- carboxylic acid methylamide hydrobromide 

[1 351 ] 1 H-NM R(DMSO-d6)5: 

1 .40(9H,s), 2.80(3H,d,J=4.4Hz), 2.94(6H,s) > 3.89(3H,s), 4.76(2H,s), 5.45(2H,s), 7.1 7(1 H,s), 7.45(1 H.d.^.OHz), 7.54 
(1H,J=2.0Hz), 8.09(1H,s), 8.38(1H,m), 8.97(1H,s), 9.54(1H,s), 9.66(1H,s). 

Example 443 

l-tS-terf-Butyl^-hydroxy-S-methoxy-pheny^^-tS-ethoxy^-imino^^-dimethyl-SJ-dihydro-pyrrolop^-blpyridin 

6- yl)-ethanone hydrobromide 

[1352] 1 H-NMR(DMSO-d6)5: 

1.20-1.50(12H,m), 2.31 (3H,s), 2.58(3H,s), 3.87(3H,s), 3.99(2H,q,J=6.8Hz), 4.83(2H,s), 5.52(2H,s), 7.44(1 H,s), 7.53 

(1H,s), 9.33-9.48(1 H,m), 9.67(1 H,s), 9.80-9.92(1 H,m). 

MS:m/e(ESI)426.2(MH+) 
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Example 444 

I^S.S'Di-te/t-butyl^-hydroxy-phenvll^-tS-imino^-methyl-S J-dihydro-1-oxa-4,6-diaza-s-indacen-6-yl)-ethanone 
hydrobromide 

[1353] 1 H-NMR(DMSO-d6)5: 

1.42(18H,s), 2.61 (3H,s), 4.90(2H,s), 5.55(2H,s), 7.03(1 H,s), 7.77(2H,s), 8.40(1 H,s), 1 0.04(1 H.brs). 
MS:m/e(ESI)434.2(MH+) 

Example 445 

{2-tert-Butyl-4-[2-(5,6-diethoxy-7-f luoro-1 -imino-1 ,3<lihydro-isoindoi-2-yl)-acetyl]i3henoxy}-acetic acid hydrochloride 
[1354] 1 H-NMR(DMSO-d6)8: 

1 .28(31-1,^=7.0^), 1 .40(9H,s), 1 .40(3H,t,J=7.0Hz), 4.1 0(2H,q,J=7.0Hz), 4.21 (2H,q,J=7.0Hz), 4.79(2H,s), 4.88(2H,s), 
5.47(2H,s), 7.06(1 H,d,J=8.5Hz), 7.32(1 H,s), 7.85(1 H,s), 7.88(1 H,d,J=8.5Hz). 

Example 446 

{2-terf-Butyl-4-[2-(5-ethoxy-4-fluoro-1-imino-6-methoxycarbonylamino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}- 
acetic acid hydrochloride 

[1355] 1 H-NMR(DMSO-d6)5: 

1.33(3H,t,J=7.0Hz), 1.40(9H,s), 3.72(3H,s), 4.25(2H,q,J=7.0Hz), 4.89(2H,s), 4.91 (2H,s), 5.47(2H,s), 7.07(1 H.d, 
J=8.0Hz), 7.85(1 H,s), 7.89(1 H,d,J=8.0Hz), 8.46(1 H,s), 9.30(1 H,s). 

Example 447 

6-[2-(3,5-Di-tert-butyl^-hydroxy-phenyl)^ 
2-carboxylic acid methylamide hydrochloride 

[1356] 1H-NMR(DMSO-d6)5: 

1.35(3H,t,J=7.0Hz), 1.41(18H,S), 2.77(3H,d,J=4.2Hz), 4.25(2H,q,J=7.0Hz), 4.87(2H,s), 5.52(2H,s), 7.76(2H,s), 7.99 
(1H,s), 8.07(1 H,s), 8.53(1 H,brq,J=4.2Hz). 9.40(1 H.brs), 9.95(1 H.brs). 
MS:m/e(ESI)481 .2(MH+) 

Example 448 

1- (3,5-Di-tertbutyl-4-hydroxy-phenyl)-2-(2-diethylam 
hydrobromide 

[1357] 1 H-NMR(DMSO-d6)5: 

1.13(6H,t,J= s 6.8Hz), 1.42(18H,s), 3.60(4H,q,J=6.8Hz), 4.65(2H,s), 5.50(2H,s), 7.01 (1 H,d,J=8.8Hz), 7.77(2H,s), 7.84 

(1H,d,J=8.8Hz), 9.28(1 H,s). 

MS:m/e(ESI)451.3(MH+) 

Example 449 

2- [2-(3-fe/t-Butyl-4-hydroxy-5'methoxy'phenyl)>2-oxo-ethyl]-6-ethoxy-7-fluoro-3-imino-2,3"dihydro-1 H-isoindole- 
5-carboxylic acid methylamide hydrobromide 

[1358] 1H-NMR(DMSO-d6)5: 

1.32(3H,t,J=6.8Hz), 1.38(9H,s), 2.82(3H,d,J=4.8Hz), 3.88(2H,s) ( 4.29(2H,q l J=6.8Hz) ) 4.99(2H,s), 5.51 (2H,s), 7.46 

(1H,s), 7.53(1 H,s), 8.29(1 H,s), 8.36-8.43(1 H,m). 

MS:m/e(ESI)472.2(MH+) 
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Example 450 

{2-tertButyl-4-[2-(5-ethoxy-9-fluoro-1-imino-6-^ 
acid hydrobromide 

[1359] 1H-NMR(DMSO-d6)8: 

1.33(3H f t,J=7.2Hz), 2.82(3H l d l J=4.8Hz) I 4.29(2H,q,J=6.8Hz), 4.89(2H,s), 5.00(2H,s), 5.48(2H,s), 7.08(1 H.d, 
J=8.4Hz), 7.86(1 H ( d,J=2.4Hz), 7.89(1 H,dd,J=2.4,8.4Hz), 8.29(1 H,s), 8.36-8.41(1 H f m) f 9.47(1 H,s), 1 0.04(1 H,s). 
MS:m/e(ESI)500.2(MH+) 

Example 451 

1-(8-te/f-Butyl-2,3-dihydro-benzo[1,41dioxin-6^^ 
ethanone; compound with terf-butyl acetate 

[1360] 1 H-NMR(DMSO-d6)5: 

1 .41 (9H,s), 1 .44(9H,s), 2.68(3H,s), 4.27-4.32(1 H.m), 4.52-4.57(1 H,m), 4.86(2H,s), 5.30-5.35(1 H,m), 5.53(2H,s), 7.46 
(2H,d,J=2Hz), 7.52(1 H,d,J=2Hz), 7.72(1 H,d,J=8Hz), 8.33(1 H,d,J=8Hz). 

Example 452 

Methyl {3-fert-butyl-2-hydroxy-5-[2-(7-imino-2-me 
hydrobromide 

[1361] 1H-NMR(DMSO-d6)5: 

1.41(9H,s), 2.69(3H,s), 3.72(3H,s), 4.86(2H,s), 4.93<2H,s), 5.53(2H,s), 7.41 (1 H,d,J=1 Hz), 7.57(1 H,d,J=1 Hz,), 7.72 
(1H,d,J=8Hz), 8.17(1 H,d,J=8Hz). 

Example 453 

Methyl {3-fert-butyl-5-[2-(5-ethoxy-1 -imino-6- methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxy- 
phenoxyj-acetate hydrobromide 

[1 362] 1 H-NM R(DMSO-d6)8: 

1.41(9H,s), 1.43(3H,t,J=7Hz), 2.85(3H,d J J=5Hz), 3.73(3H,s), 4.30(2H,q,J=7z), 4.86(2H,s), 4.93(2H,s), 5.47(2H,s), 
7.42(1 H,s), 7.55(1 H,s), 7.57(1 H,s), 8.21 (1 H,q,J=5Hz), 8.58(1 H.s). 

Example 454 

1-(3-terf-Butyl-4-hvdroxy-5-methoxy-phenvl)-2-(7-imino-2-methyl-5,7-dihydro-pvrrolo[3,4-b1pyridin 
hydrobromide 

[1363] 1H-NMR(DMSO-d6)5: 

1.41(9H,s), 2.69(3H,s), 3.90(3H,s), 4.88(2H,s), 5.58(2H,s), 7.47(1 H,d,J=2Hz), 7.55(1 H.d.J^Hz), 7.73(1 H,d,J=8Hz), 
8.18(1H,d,J=8Hz). 

Example 455 

Methyl 3-{3-terf-Butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxy- 
phenyl}-propanoate hydrobromide 

[1364] 1 H-NMR(DMSO-d6)5: 

1.41(9H,s), 1.43(3H,t,J=7Hz), 2.52(2H,t,J=8Hz), 2.85(3H,d,J=5Hz), 2.97(2H,t,J=8Hz), 3.62(3H,s), 4.30(2H,q,J=7Hz), 
4.85(2H,s), 5.44(2H,s), 7.55(1 H,s), 7.71 (1H,s), 7.73(1 H,s), 8.22(1 H,q,J=5Hz), 8.58(1 H,s). 
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Example 456 

5- tert-Butyl-e-^-^-imino^-methyl-Sy-dihydro- pyrrotop^-btoyridin-e-yQ-acetyll^S-dihydro-benzon t 4]dioxine- 
2or3-carboxylic acid trifluoroacetate 

[1365] 1 H-NMR(DMSO-d6)5: 

1 .43(9H,s), 2.69(3H,s), 4.31 -4.37(1 H,m), 4.51 -4.57(1 H,m), 4.87(2H,s), 5.30-5.35(1 H,m), 5.52(2H,s), 7.45(1 H,s), 7.52 
(1H,s), 7.73(1 H.d.^SHz), 8.17(1H,d,J=8Hz), 9.52(1 H,s), 9.97(1 H,s). 

Example 457 

1- (3,5-Di-fertbutyl-4-hydroxy-phenyl)-2-(3-imto^ 

6- yl)-ethanone hydrobromide 

[1366] 1H-NMR(DMSO-d6)5: 

1.33(18H,s), 2.64(3H,s), 4.73(2H,s), 5.26(2H,s), 5.47(2H,s), 6.99(1 H,s), 7.20(1H,s), 7.50(3H,brs), 7.77(1 H,s). 
Example 458 

6-[2-(3-tert-Butyl-4-hydroxy-5-methoxy-phenyl)-2-oxo^ 

2- carboxylic acid methylamlde hydrochloride 

[1 367] 1 H-NM R(DMSO-d6)8: 

1 .35(3H,t,J=7.0Hz), 1.37(9H,s), 2.77(3H,d,J=4.0Hz), 3.87(3H,s), 4.24(2H,q,J=7.0Hz), 4.88(2H,s), 5.54(2H,s), 7.44 
(1H,s), 7.52(1 H,s), 8.00(1 H,s), 8.52(1 H,brq,J=4.0Hz), 9.45(1 H,brd,J=8.0Hz), 9.67(1 H,s), 9.94(1 H,brd,J=8.0Hz). 

Example 459 

{2-fert-Butyl-4-[2-(3-ethoxy-7-imino-2-^ 
acetic acid hydrochloride 

[1368] 1H-NMR(DMSO-d6)5: 

1.35(3H,t,J=6.9Hz), 1.39(9H,s), 2.77(3H,d,J=4.0Hz), 4.23(2H,q,J=6.9Hz), 4.83(2H,s), 4.88(2H,s), 5.55(2H,s), 7.05 
(1H,d,J=7.7Hz), 7.85(1H,s), 7.88(1H,d,J=7.7Hz), 7.98(1H,s), 8.56(1 H,brq,J=4.0Hz), 9.95(1 H,s). 

Example 460 

Methyl 2-terf-butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-benzoate 
hydrobromide 

[1 369] 1 H-NM R(DMSO-d6)5: 

1.37(9H,s), 1.42(3H,t,J=7.2Hz) l 2.83(3H,d,J=4.8Hz), 3.86(3H,s), 4.28(2H,q,J=7.2Hz), 4.87(2H,s), 5.51 (2H,s), 7.54 
(1H,s), 7.55(1 H,d 1 J=8.0H2), 7.91(1H,d,J=8.0Hz), 8.06(1 H,s), 8.20(1 H,q,J=4.8Hz), 8.57(1 H,s). 
MS:m/e(ESI)466.2(MH+) 

Example 461 

Isopropenyl {2-[2-(3 > 5-di-ferf-butyl-4-hydroxyphenyl)-2-oxo-ethyl]-5-ethoxy-4-fluoro-6-methylcarbamoyl-2 > 3-dihydro- 
isoindol-1 -ylidene}-carbamate 

[1 370] 1 H-NM R(DMSO-d6)S: 

1.46(3H.t,J=7.2Hz), 1.47(18H,s), 2.07(3H t d,J=0.4Hz), 

3.01 (3H,d,J=4.4Hz), 4.35(2H,dq,J=1 .2,6.8Hz), 4.73(3H,s), 4.90(1 H,s), 5.1 3(2H,s), 5.83(1 H,s), 7.88(2H,s), 8.63(1 H,s). 
MS:m/e(ESI)582.3(MH+) 
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Example 462 

2-[2-(3-tert-Butyl-phenyl)-2-oxo-ethyl]-6-ethoxy-3-im^ acid methylamide 

hydrobromide 

[1371] 1H-NMR(DMSO-d6)8: 

1 .322(9H,s), 1 .405(3H,t,J=6.8Hz), 2.90(2H,s), 4.20-4. 32(2H,m), 4.869(2H,s), 5.533(2H,s), 7.45-7.58(2H,m), 7.75-7.86 
(2H,m), 7.972(1 H,s), 8.1 8-8.22(1 H,m), 8.547(1 H,d,J=1 .2Hz). 

Example 463 

2- [2-(3-fert-Butyl-5-ethyl-phenyl)-2-o^ acid 
methylamide hydrobromide 

[1 372] 1 H-NM R(DMSO-d6)5: 

1.215(3H,t,J=7.6Hz), 1.317(9H,s), 1 .408(3H,t,J=6.8Hz), 2.700(2H,q,J=7.6Hz), 2.821 (3H,d,J=4.8Hz), 4,276(2H,q, 
J=6.8Hz), 4.863(2H,s), 5.517(2h,s), 7.470(1H,s), 7.531(1H,s), 7.612(1H,s), 7.679(1H,s), 7.799(1H,s), 8.19-8.22(1 H, 
m). 

Example 464 

1-(3 > 5-Di-re/t-butyl-4-hydroxy-phenyl)-2-(7-imino-2-morpholino-5 J-dihydro-pyrrolo[3,4-b]pyridin-6-yl) ethanone 
hydrobromide 

[1373] 1H-NMR(DMSO-d6)S: 

1.41(18H,S), 3.64(4H,t,J=4.6Hz), 3.72(4H,t,J=4.6Hz), 4.70(2H J s), 5.51 (2H,s), 7.26(1 H,d,J=8.8Hz), 7.76(2H,s), 7.94 

(1H,d l J=8.8Hz), 9.45(1 H,s). 

MS:m/e(ES!)465.2(MH+) 

Example 465 

tert-Butyl 4-{6-[2-(3,5-di-te^butyl-4-hydro)(yphenyO-2-oxo-ethyl]-7-imino-67-dihydro-5H-pyrrolo[3 > 4-b]pyridin-2-y^ 
piperazine-1 -carboxylate hydrobromide 

[1374] 1H-NMR(DMSO-d6)6: 

1.41(27H,s), 3.44(4H,t,J=4.8Hz), 3.68(4H,br), 4.70(2H,s), 5.51 (2H,s), 7.27(1 H,d,J=*8.8Hz) ( 7.76(2H,s), 7.94(1 H,d, 

J=8.8Hz), 9.46(1 H,s). 

MS:m/e(ESI)564.4(MH+) 

Example 466 

6-[2-(3,5-Di-ferf-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-2-ethoxy-5-imino-67-dihydro-5H-pyrrolo[3 l 4-b]pyridin 

3- carboxylic acid methylamide hydrochloride 

[1375] 1 H-NMR(DMSO-d6)5: 

1.32-1. 48(1 2H.IT1), 2.80-2.87(3H,m), 4.58(2H,q,J=6.8Hz), 4.84(2H,s), 5.47(2H,s) 1 7.77(2H,s), 8.25-8.33(1 H,m), 8.93 

(1H,s), 9.30-9.38(1 H,m), 9.95-1 0.02(1 H,m). 

MS:m/e(ESI)481.2(MH+) 

Example 467 

1-(3 < 5-Di-fe/t-butyl-4-hydroxy-phenyl)-2-(7-imino-2-piperazin-1-yl-5y-dihydro-pyrroio[3,4-o^ 
dihydrochloride 

[1376] 1 H-NMR(DMSO-d6)5: 

1.42(18H,s), 3.19(4H,br), 3.93{4H,t,J=4.8Hz), 4.72(2H,s), 5.58(2H,s), 7.35(1 H,d,J=8.8Hz), 7.78(2H,s), 8.00(1H,d, 

J=8.8Hz), 8.07(1 H,s), 9.36(2H,br), 9.51 (1H,s), 9.60(1 H,s). 

MS:m/e(ESI)464.2(MH+) 
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Example 468 

fert-Butyl 2-{2-terf-butyl-4-[2-(5-ethoxy-1-imino-6H7ieth^^ 
2-methyl-propanoate hydrobromide 

[1377] 1H-NMR(DMSO-d6)S: 

1.35(9H,s), 1.39(9H,s), 1 .41 (3H,t,J=7.2Hz), 1.65(6H,s), 2.82(3H,d,J=4.8Hz), 4.27(2H,q,J=7.2Hz), 4.84(2H,s) J 5.43 
(2H,s), 6.68(1 H,d,J=8.8Hz), 7.52(1 H,s), 7.86(1 H,d,J=8.8Hz), 7.87(1 H,s), 8.19(1 H,q,J=4.BHz), 8.55(1 H,s). 
MS:m/e(ESI)566.4(MH+) 

Example 469 

2-{2-tertButyl-4-[2-(5-ethoxy-1-imino-6-metn^^ 
propanoic acid hydrobromide 

[1378] 1 H-NMR(DMSO-d6)S: 

1.34-1. 46(1 2H,m), 1.66(6H,s), 2.82(3H,d,J=4.8Hz), 

4.27(2H,q,J=7.2Hz), 4.84(2H,s), 5.45 (2H, s) , 6.73(1 H,d,J=8.8Hz), 7.53(1H,s), 7.85(1H,d l J=8.8Hz) ( 7.87(1H,s), 8.19 

(1H,q,J=4.8Hz), 8.56(1 H,s), 9.25(1 H,brs), 9.86(1 H.brs). 

MS:m/e(ESI)510.2(MH+) 

Example 470 

2-[2-(3,5-Di-tert-butyl-4-hydroxy-ph^ 
1 -ylidenecarbamoyloxymethyl acetate 

[1379] 1 H-NMR(DMSO-d6)S: 

1.47(3H,tJ=8.2Hz), 1.48(1 8H,s), 2.1 8(3H^^^ 5.86 

(1H,s), 5.89(2H,s), 7.87(2H,s), 8.46(1 H,s). 

MS:m/e(ESI)614.3(MH+) 

Example 471 

242-(3,5-Di-te^butyl-4-hydroxy-phenyl)-^ 

1 -ylidenecarbamoyloxymethyl 2,2-dimethyl-propionate 

[1380] 1 H-NMR(DMSO-d6)5: 

1.20,1.23(91-1,63011 s), 1.47(18H,s), 1 .48(31-1,^=6.81^), 3.02(3H,d,J=4.8Hz), 4.41(2H,q,J=6.8Hz), 4.87(2H,s), 5.63 

(2H,s), 5.87(1 H,s), 5.88(2H,s), 7.87,7.89(1 H.each s). 

MS:m/e(ESI)656.4(MH+) 

Example 472 

Methyl 3-{2-terf-butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy)-acrylate 
hydrobromide 

[1381] 1H-NMR(DMSO-d6)5: 

1.34-1. 43(1 2H,m), 2.82(3H,d,J=4.8Hz), 3.67(3H,s), 4.28(2H,q,7.2Hz), 4.86(2H,s), 5.49(2H,s), 7.43(1 H,d,J=8.8Hz), 

7.54(1 H,s), 7.87(1 H,d,J=1 2Hz), 7.92-8.02(3H ( m), 8.1 7-8.23(1 H,m), 8.56(1 H,s). 

MS:m/e(ESI)508.2(MH+) 

Example 473 

Methyl 3-{2-terf-butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}- 
propanoate hydrobromide 

[1 382] 1 H-NM R(DMSO-d6)8: 

1.32(9H,s), 1.41(3H,t,J=7.2Hz), 2.82(3H,d,J=4.8Hz), 2.89(2H,t,J=6.4Hz), 3.62(3H,s), 4.28(2H,q,J=7.2Hz), 4.36(2H,t, 
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J=6.4Hz), 4.84(2H,s), 5.45(2H,s), 7.19(1H,d,J=8.8Hz), 7.53(1 H,s), 7.83(1 H,s), 7.91 (1H,d,J=8.8Hz), 8.19(1H,q, 
J=4.8Hz), 8.55(1 H,s). 

Example 474 

Ethyl {4-[2-(5-ethoxy-1-imino-6-methylcafo 
hydrobromide 

[1383] 1H-NMR(DMSO-d6)S: 

1 . 1 9(3H,t,J=7.2Hz), 1 .41 (3H,t, J=7.2Hz), 

2.82(3H,d,J=4.8Hz), 3.85(6H,s), 4.14(2H,q,J=7.2Hz), 4.27(2H,q,J=7.2Hz), 4.69(2H,s), 4.86(2H,s), 5.55(2H,s), 7.31 

(2H,s), 7.53(1 H,s), 8.1 6-8.23(1 H,m), 8.56(1 H,s), 9.39(1 H.brs), 9.91 (1 H.brs). 

MS:m/e(ESI)514.3(MH+) 

Example 475 

{2-fert-Butyl-4-[2-(1 -imino-5,7-dimethoxy-1 ^-dihydro-isoindoi^-yQ-acetyll-phenoxyi-acetic acid trifluoroacetate 
[1384] 1H-NMR(DMSO-d6)5: 

1.40(9H,s), 3.89(3H,s), 3.97(3H,s), 4.71 (2H,s), 4.87(2H,s), 5.40(2H,s), 6.75(1 H,s), 6.91 (1H,s), 7.07(1 H l d,J=8.8Hz), 

7.85(1H,s), 7.87(1 H,d,J=8.8Hz), 8.45(1H,brs), 9.08(1 H.brs). 

MS:m/e(ESl)441.1(MH+) 

Example 476 

3-{6-[2-(3-ferf-Butyl'4-hydroxy'5-methoxy-phenyl)-2-oxo-ethyl]-7-imino-6,7-dihydro-5H 
2-methyl-acrylamide hydrobromide 

[1385] 1 H-NMR(DMSO-d6)5: 

1.36(9H,s), 2.32(3H,d,J=1.2Hz) t 3.86(3H,s), 4.54(2H,s), 5.13(2H,s), 7.1 7-7.21 (2H,br), 7.31(1H,s), 7.49(1H,s), 7.56 
(1H.S), 7.62(1 H,d,J=8.0Hz), 8.06(1 H,d,J=8.0Hz). 

Example 477 

1-(3-terf-Butyl-4-hydroxy-5-methoxy-phenyl)-2-[7-imino-2-methyl-3-(tetrahydropyran-2-yloxymethyl)-5,7- dihydro- 
pyrrolo[3,4-b]pyridin-6-yl]-ethanone hydrobromide 

[1386] 1 H-NMR(DMSO-d6)8: 

1.39(9H,s), 1.40-1.90(6H,m), 2.62(3H,s), 3.45-3.55(1 H,m), 3.74-3.82(1 H.m), 3.88(3H,s), 4.67(1 H,d,J=14.0Hz), 
4.76-4.81 (1H,m), 4.85(2H,s), 4.87(1 H,d,J=14.0Hz), 5.50-5.53(2H,m) f 7.45(1 H,d,J=2.0Hz), 7.53(1 H,d,J=2.0Hz), 8.19 
(1H,s). 

Example 478 

1 -(3-te/t-Butyl-4>hydroxy-5-methoxy-phenyl)-2-(3-hydroxymethyl-7-imino-2-methyl-5,7-dihydro-pyrrolo[3,4-b]pyridin- 
6-yl)-ethanone hydrobromide 

[1387] 1H-NMR(DMSO-d6)S: 

1 .38(9H,s), 2.58(3H,s), 3.88(3H,s), 4.69(2H,s), 4.86(2H,s) ( 5.57(2H,s), 7.45(1 H,d,J=2.0Hz), 7.53(1 H,d,J=2.0Hz), 8.20 
(1H,s). 

Example 479 

tert-Butyl (2-fe^butyl-4-{2-[7-imino-2-methyl-3-(tetrahydropyran-2-yloxymethyl)-5,7-dihydro-pyrrolo[3,4-b]pyridin- 
6-yl]-acetyl}-phenoxy)-acetate hydrobromide 

[1388] 1H-NMR(DMSO-d6)S: 

1.41(9H,s), 1.44(9H,s), 1 .30-1 .89(6H,m), 2.63(3H,s), 3.48-3.55(1 H.m), 3.75-3.82(1 H,m), 4.68(1H,d,J=14.4Hz), 4.79 
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(1H,t,J=1.8Hz), 4.86(2H,s), 4.87(1 H,d,J=14.4Hz), 4.88(2H,s), 5.53(2H,s), 7.05(1 H,d,J=8.8Hz), 7.86(1 H,d,J=2.0Hz), 
7.90(1 H,dd,J=8.98,2.2Hz), 8.20(1 H,s). 

Example 480 

terf-Butyl {2-fert-butyl-4-[2-(3-hydroxymethyl-7-im^ 
phenoxyj-acetate hydrobromide 

[1389] 1H-NMR(DMSO-d6)S: 

1.40(9H,s), 1.44(9H,s), 2.58(3H,s), 4.68(2H,s), 4.84-4.91 (2H,m), 4.86(2H,s), 5.55(2H,s), 7.05(1 H,d,J=8.8Hz), 7.86 
(1H,brs), 7.89(1 H,d f J=8.8Hz), 8.20(1H,s), 9.53(1 H,d,J=7.2Hz), 9.88(1 H,d,J=7.2Hz). 

Example 481 

{2-fert-Butyl-4-[2-(3-hydroxymethyl-7-imino-2-me 
acid hydrobromide 

[1390] 1 H-NMR(DMSO-d6)5: 

1.40(9H,s), 2.58(3H,s), 4.69(2H,s), 4.85-4.93(2H,m), 4.90(2H,s), 5.54(2H,s), 7.08(1 H,d,J=8.8Hz) l 7.86(1 H,d, 
J=2.0Hz), 7.89(1 H,dd,J=8.8,2.0Hz) t 8.20(1 H,s), 9.51 (1 H,d,J=8.4Hz), 9.89(1 H,d,J=8.4Hz). 

Example 482 

1-(3-fe/t-Butyl-2-hydroxy-5-{2-[7-imino-2-methyl-3-(tetrahydropyran-2-yloxymethyl)-^ 
6-yl]-acetyl}-benzyl)-piperidin-2-one hydrobromide 

[1391] 1H-NMR(DMSO-d6)8: 

1.38(9H,s), 1.40-1. 80(1 OH.rn), 2.30-2.40(2H,m), 3.30-3.3.40(2H,m), 3.42-3.50(2H,m), 4.48(2H,s), 4.68(1 H,d, 
J=14.4Hz), 4.77-4.80(1 H,m), 4.88(1 H,d,J=1 4.4Hz), 4.88(2H,s) 1 5.52 (2H, s), 7.83(1 H,d,J=1 .6Hz), 7.87(1 H,d,J=1 .6Hz), 
8.20(1 H,s). 

Example 483 

1-{3-te^Butyl-2-hydroxy-5-[2-(3-hydroxymethyl 
benzyl}-piperidin-2-one hydrochloride 

[1392] 1 H-NMR(DMSO-d6)5: 

1 .37(9H,s), 1 .65-1 .78(4H,m), 2.30-2.40(2H,m), 2.58(3H,s), 3.40-3.50(2H,m), 4.48(2H,s), 4.61 (2H,s), 4.87(2H,s), 5.55 
(2H,s), 7.82(1 H,d f J=2.0Hz), 7.88(1 H,d,J=2.0Hz), 8.20(1 H,s), 9.52(1 H,d,J=9.2Hz) > 9.88(1 H,d,J=9. 2Hz), 11.55(1H,s). 

Example 484 

1-(3-tert-Butyl-4-hydroxy-5-methoxy-phen^^^ 
hydrobromide 

[1393] 1H-NMR(DMSO-d6)5: 

1 .29(3H,t 1 J=7.0Hz), 1 .37(9H,s), 1 .40(3H ) t,J=7.0Hz), 3.86(3H,s), 4.11 (2H,q,J=7.0Hz), 4.20(2H,q,J=7.0Hz), 4.79(2H,s), 
5.45(2H,s), 7.32(1 H,s), 7.43(1 H,s), 7.52(1 H,s). 

Example 485 

6-[2-(3-re/t-Butyl-4-methanesulfonylamino-phenyl)-2- oxo-ethyl]-3-ethoxy-7-imino-6,7-dihydro-5H-pyrrolo[3,4-b] 
pyridine-2-carboxylic acid methylamide hydrochloride 

[1394] 1H-NMR(DMSO-d6)5: 

1.37(3H,t,J=6.9Hz), 1.42(9H,s), 2.77(3H,d,J=4.0Hz), 3.26(3H t s), 4.25(2H,q,J=6.9Hz), 4.90(2H,s), 5.55(2H,s), 7.56 
(IH.d.^S.OHz), 7.88(1 H,d,J=8.0Hz), 8.00(2H,s), 8.52(1 H,brq,J=4.0Hz), 8.94(1 H.brs), 9.50(1 H.brs), 9.98(1 H.brs). 
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Example 486 

{4-[2-(5-Ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-isopropoxy-phenoxy}-acetic acid 
hydrochloride 

[1395] 1 H-NMR(DMSO-d6)8: 

1 .28(6H,d,J=6.0Hz), 1 .41 (3H,t J J=7.2Hz) 1 2.82(3H > d,J=4.8Hz), 4.28(2H,q,J=7.2Hz), 4.60-4.69(1 H,m), 4.85(4H,s), 5.44 
(2H,s), 7.05(1 H,d,J=8.8Hz), 7.51 (1H,s), 7.53(1 H,s), 7.62(1 H,d,J=8.8Hz), 8.1 7-8.23(1 H t m), 8.56(1 H,s), 9.24(1 H.brs), 
9.83(1 H,brs). MS:m/e(ESI)483.9(MH+) 

Example 487 

1- (3 ) 5-Di-te/t-butyl-4-hydroxy-phenyl)-2-(2-ethyl-7-imino-57-dihydro-pyrrolo[3 t 4-b]pyridin-6-^ 
hydrobromide 

[1396] 1H-NMR(DMSO-d6)5: 

1.31 (3H, t, J=7. 6Hz) , 1 .42 (18H, s) , 2.94 (2H, q, J=7. 6Hz) , 4.85(2H,s), 5.56(2H,s), 7.73(1 H,d,J=8.0Hz), 7.77(2H, 

s), 8.18(1H,d,J=8.0Hz), 9.85(1 H,s). 

MS:m/e(ESI)408.2(MH+) 

Example 488 

2- [2-(4-Acetyl-piperazin-1-yl)-7-imino-5,7-dihydro-pyr^^^ 
ethanone hydrobromide 

[1397] 1 H-NMR(DMSO-d6)5: 

1.46(18H,s), 2.17(3H,s) J 3. 69-3. 83 (8H, br) , 4.74(2H,s), 4.85.(2H,s), 7.23(1 H,d,J=8.8Hz), 7.88(1 H^.J-S.SHz), 7.89 
(2H,s). 

MS:m/e(ESI)506.3(MH+) 
Example 489 

6-[2-(3-tert-Butyl-9-hydroxy-5-methoxy-phe^ 

3- carboxylic acid diethylamide hydrochloride 

[1398] 1H-NMR(DMSO-d6)5: 

1.33-1.44(12H,m), 2.80-2.87(3H l m), 3.88(3H,s), 4.58(2H l q,J=6.8Hz), 4.86(2H,s), 5.48(2H,s), 7.45(1 H,s), 7.53(1 H,s), 

8.23-8.36(1 H,m), 8.93(1 H,s), 9.35-9.44(1 H,m), 9.68(1 H,s), 9.98-1 0.07(1 H,m). 

MS:m/e(ESI)455.2(MH+) 

Example 490 

6-[2-(3-Cyclopentyl-4-hydroxy-5-methyl-phenyl)-2-oxo-ethyl]-2-ethoxy-5-imino-67-dihydro-5H-pyrrolo[3 t 4-b]pyrid^ 
3-carboxylic acid methylamide hydrochloride 

[1399] 1H-NMR(DMSO-d6)5: 

1.40(3H,t,J=7.2Hz), 1 .46-1 .83(6H,m), 1 ,91-2.03(2H,m) l 2.25(3H,s), 2.78-2.89(4H,m), 4.58(2H,q,J=7.2Hz), 4.85(2H, 
s), 5.42(2H,s), 7.655(1H,s), 7.664(1H,s), 8.20-8.40(1 H,m), 8.93(11-1,5), 9.35(1H,s), 9.37-9.49(1 H,m), 9.95-1 0.08(1 H, 
m). 

MS:m/e(ESI)451.1(MH+) 
Example 491 

{2-terNButyl-4-[2-(2-ethoxy-5-imino-3-^ 
acetic acid trifluoroacetate 

[1400] 1H-NMR(DMSO-d6)5: 

1 .28-1 .49(12H,m), 2.84(3H,d,J=4.8Hz), 4.58(2H,q,J=6.8Hz), 4.86(2H,s) > 4.89(2H,s), 5.45(2H,s), 7.08(1 H,d,J=8.0Hz), 
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7.86(1 H,s), 7.90(1 H,d,J=8.0Hz), 8.25-8.39(1 H,m), 8.93(1 H,s), 9.34-9.45(1 H,m), 9.95-10.05(1 H,m). 
MS:m/e(ESI)483.1(MH+) 

Example 492 

Methyl {2-te/r-butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl1-6-methoxy- 
phenoxy)-acetate hydrobromide 

[1 401 ] 1 H-NMR(DMSO-d6)5: 

1.37(9H,s), 1.41(3H,t,J=6.8Hz), 2.48(3H,s), 2.82(3H,d l J=4.8Hz), 3.73(3H,s), 3.84(3H,s), 4.28(2H,q,J=6.8Hz), 4.74 
(2H,s), 4.85(2H,s), 5.52(2H,s), 

7.53-7.55(3H f m), 8.20(1 H,d,J=4.8Hz), 8.55(1 H,s), 9.20(1 H.brs), 9.85(1 H,brs). 
MS:m/e(ESl)526.2(MH+)6 

Example 493 

2- {2-[3-tert-Butyl-4-(2-carbamoyl-ethoxy)^ 
5-carboxylic acid methylamide hydrobromide 

[1402] 1 H-NMR(DMSO-d6)5: 

1.31(9H,s), 1.38-1 A5{3H,m), 2.58-2.65(2H,m), 2.82(3H,d,J=4.8Hz), 4.23-4.35(4H,m), 4.85(2H,s), 5.47(2H,s), 
6.94-7.02(1 H,m), 7.18(1H,d,J=8.4Hz), 7.45-7.56(2H,m), 7.83(1H,s), 7.91 (1 H,d,J=8.4Hz), 8.15-8.25(1H,m), 8.55(1H, 
s), 9.21 (1H,brs), 9.82(1 H.brs). 
MS:m/e(ESl)495.2(MH+) 

Example 494 

3- {2-fertButyl-4-[2-(5-ethoxy-1-imino-6-methylcaro^ acid 
hydrobromide 

[1403] 1H-NMR(DMSO-d6)5: 

1.34(9H,s), 1.41(3H,t f J=7.2Hz), 2.77(2H,t,J=6.0Hz), 2.82(3H,d f J=4.8Hz) > 4.28(2H,q,J=7.2Hz), 4.32(2H I t l J=6.0Hz), 
4.85(2H,S), 5.48(2H,s), 7.1 9(1 H,d,J=8.8Hz), 7.53(1 H,s), 7.84(1 H.s), 7.91 (1 H,d,J=8.8Hz), 8.20(1 H,q,J-4.8Hz), 8.56 
(1H,s), 9.26(1 H.brs,), 9.85(1 H,brs). 
MS:m/e(ESI)496.3(MH+) 

Example 495 

{2-ferf-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-methoxy-phenoxy}-acetic 
acid trifluoroacetate 

[1 404] 1 H-NM R(DMSO-d6)8: 

1 .38(9H,s), 1 ,42(3H,t,J=6.8Hz), 2.83(3H,d,J=4.4Hz), 4.66(2H,s), 4.85(2H,s), 5.50(2H,s), 7.52(1 H,s), 7.54(1 H,s), 7.56 

(1H.S), 8.20(1 H,q f J=5.2Hz) f 8.56(1H,s), 9.18(1H,brs), 9.84(1 H.brs). 

MS:m/e(ESI)512.2(MH+) 

Example 496 

2-{2-tertButyl-4-[2-(5-ethoxy-1-imino-6-methylcaro^ acid 
trifluoroacetate 

[1 405] 1 H-NM R(DMSO-d6)6: 

1.36-1 .48(1 2H,m), 1.59(3H,d,J=6.8Hz), 2.82(3H,d,J=:4.4Hz), 4.28(2H,q,J=6.8Hz), 4.84(2H,s), 5.08-5.1 8(1 H,m), 5.44 
(2H,s), 6.95-7.00(1 H,m), 7.53(1H,s), 7.80-7.94(2H 1 m) J 8.14-8.26(1 H,m), 8.55(1H,s), 9.19(1 H.brs), 9.83(1 H.brs). 
MS:m/e(ESI)496.2(MH+) 
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Example 497 

2-{2-tertButyl-4-[2-(5-ethoxy-1-imino-6-methylcaroam acid 
trifluoroacetate 

[1406] 1H-NMR(DMSO-d6)5: 

1 .06(3H,t J J=7.2Hz), 1 .33-1 .57(1 2H,m), 1 .94-2.11 (2H,m), 2.82(3H,d,J=4.8Hz), 4.27(2H,q,J=6.8Hz), 4.84(2H,s), 5.05 
(1H,t,J=5.6Hz), 5.44(2H,s), 6.97(1 H f d,J=8.4Hz), 7.53(1 H,s), 7.78-7.97(2H,m) l 8.11 -8.26(1 H,m), 8.55(1 H,s), 9.11-9.24 
(1H,m), 9.76-9.85(1 H,m). 

Example 498 

1- (3,5-Di-te/t-butyl-4-hydroxy-phenyl)-2-(7-fluoro-1-imino-5 > 6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-ethanone 
hydrobromide 

[1407] 1 H-NMR(DMSO-d6)5: 

1.41(18H,s), 3.86(3H,s), 3.95(3H,s), 4.79(2H,s), 5.47(2H,s), 7.36(1 H,s), 7.75(2H,s). 
Example 499 

1 -(8-terf-Butyl-4-methyl-3,4-dihydro-2H-benzo[1 ,4]oxazin-6-yl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol- 

2- yl)-ethanone hydrobromide 

[1408] 1H-NMR(DMSO-d6)5: 

1.28(3H,t,J=:7.1Hz), 1.34(9H,s), 1 .48(3H,t,J=7.1 Hz), 3.23-3.37(2H,m), 2.90(3H,s), 4.12(2H,q,J=7.1 Hz), 4.22(2H,q, 
J=7.1Hz), 4.33(2H,brs), 4.79(2H,s), 5.46(2H,s), 7.16(1 H,s), 7.27(1 H,s), 7.33(1 H,s), 9.04(1 H.brs), 9.32(1 H.brs). 
MS:m/e(ESI)484.3(MH+) 

Example 500 

terf-Butyl {2-re/t-butyl-4-[2-(2-ethyl-7-imino-5 > 7-dihydro-pyrrolo[3 > 4-b]pyridln-6-yl)-acetyl]-phenoxy}- acetate 
hydrobromide 

[1409] 1H-NMR(DMSO-d6)5: 

1.31(3H,t,J=7.4Hz), 1.40(9H,s), 1.43(9H,s), 2.94(2H,q,J=7.4Hz), 4.85(4H,s), 5.54(2H,s), 7.05(1 H,d,J=8.4Hz), 7.73 
(1H,d,J=8.0Hz), 7.86(1 H,d,J=1.8Hz), 7.90(1 H,dd,J=8.4Hz,J=1 .8Hz), 8.1 8(1 H,d,J=8.0Hz). 
MS:m/e(ESI)466.2(MH+) 

Example 501 

{2-ferf-Butyl-4-[2-(2-ethyl-7-imino-5,7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-phenoxy}-acetic acid trifluoroacetate 
[1 41 0] 1 H-NM R(DMSO-d6)5: 

1.31(3H ) t,J=7.4Hz), 1.40(9H,s), 2.94(2H,q,J=7.4Hz), 4.86(2H,s), 4.88(2H,s), 5.54(2H,s), 7.08(1 H,d,J=8.6Hz) t 7.73 
(1H,d,J=8.0Hz), 7.86(1 H,d,J=1.6Hz), 7.90(1 H.dd.^S.eHz.J^ .6Hz), 8.18(1H,d,J=8.0Hz), 9.54(1 H,s), 9.86(1 H,s). 
MS:m/e(ESI)410.1(MH+) 

Example 502 

1-(3,5-Di-te^butyl-4-hydroxy-phenyl)-2-(7-imino-2-isopropyl-5 > 7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-ethanone 
hydrobromide 

[141 1] 1 H-NMR(DMSO-d6)5: 

1 .32(6H,d,J=6.8HZ), 1 .42(1 8H,s), 3.18-3.28(1 H,m), 4.84(2H,s), 5.55(2H,s), 7.75(1 H,d,J=8.4Hz), 7.77(2H,s), 8.1 8(1 H, 

d,J=8,4Hz), 9.72(1 H,br). 

MS:m/e(ESI)422.2(MH+) 
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Example 503 

2- [2-(8-fert-Butvl-2,3-dihydro-ben^ 
5-carboxylic acid methylamide hydrobromide 

[1412] 1H-NMR(DMSO-d6)8: 

1.38(9H,s), 1.43(3H,t,J=7Hz), 2.85(3H,d,J=5Hz), 4.31 (2H,q,J=7Hz), 4.32-4.43(4H,m) J 4.86(2H,s), 5.46(2H,s,), 7.44 
(1H,s), 7.47(1 H,s), 7.54(1 H,s), 8.22(1 H,q, J=5Hz), 8.58(1 H,s). 

Example 504 

2^2-(3-fert-Butyl-4,5-dimethoxy-phenyiy^ acid 
methylamide hydrobromide 

[1 41 3] 1 H-NM R(DMSO-d6)5: 

1.38(9H,s), 1.43(3H,t,J=7Hz), 2.85(3H J d,J=5Hz), 3.89(3H,s), 3.91 (3H.S), 4.30(2H l q l J=7Hz), 4.87(2H,s), 5.54(2H,s), 
7.55(2H,s), 7.56(1 H,s), 8.22(1 H,q,J=8Hz), 8.58(1 H,s). 

Example 505 

1-(8-te/t-Butyl-4-methyl-3,4-dihydro-2H-benzo[1 ^loxazin-S-yQ^-tS-ethoxy^-imino^^-dimethyl-SJ-dihydro-pyrrolo 
[3,4-b]pyridin-6-yl)-ethanone hydrobromide 

[1414] 1H-NMR(DMSO-d6)5: 

1 .36(9H,s), 1 .41 (3H,t,J=7.2Hz), 2.33(3H,s), 2.60(3H,s), 2.93(3H,s), 4.01 (2H ) q J J=7.2Hz), 4.36(2H,t,J=4.4Hz), 4.83(2H, 
s), 5.51 (2H,s), 7.19(1H,d,J=1.6Hz), 7.29(1 H,d,J=1 .6Hz), 9.20-1 0.00(2H,brs). 

Example 506 

3- {2-terf-Butyl-4-[2-5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl}-acrylic acid 
hydrobromide 

[1415] 1H-NMR(DMSO-d6)5: 

1.39-1. 46(1 2H,m), 2.82(3H,d,J=4.8Hz), 4.28(2H,q,J=7.2Hz), 4.87(2H,s), 5.53(2H,s), 6.35(1 H,d,J=1 6Hz), 7.54(1 H,s), 
7.79(1 H,d J J=8.0Hz), 7.90(1 H,d,J=8.0Hz) > 7.99(1 H,s), 8.1 7-8.23(1 H,m), 8.27(1 H,d,J=1 6Hz), 8.57(1 H,s), 9.26(1 H.brs), 
9.87(1 H,brs). 
MS:m/e(ESI)478.2(MH+) 

Example 507 

7-ferf-Butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 > 3-dihydro-isoindol-2-yl)-acetyl]-2-methylbenzofuran- 
3-carboxylic acid trifluoroacetate 

[1416] 1H-NMR(DMSO-d6)6: 

1.42(3H,t,J=6.8Hz), 1.49(9H,s), 2.81 (3H,s), 2.83(3H,d,J=4.4Hz), 4.29(2H,q,J=6.8Hz), 4.88(2H,s), 5.62(2H,s), 7.55 

(1H,s), 7.81 (1H,s), 8.1 8-8.24(1 H,m), 8.47(1 H,s), 8.57(1 H,s). 

MS:m/e(ESI)566.2(MH+) 

Example 508 

3-feAt-Butyl-5-[2-(5-ethoxy'1-imino-6-methylcarbamoyl-1 t 3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxy-benzoic acid 
trifluoroacetate 

[1417] 1H-NMR(DMSO-d6)8: 

1.40(9H,s), 1.41(3H,t,J=6.8Hz), 2.83(3H l d,J=4.8Hz) l 4.28(2H,q,J=6.8Hz), 4.85(2H,s), 5.49(2H,s), 7.54(1 H,s), 7.98 

(1H,d t J=2.0Hz), 8.12-8.22(1 H,m), 8.38(1 H,d ( J=2.4Hz), 8.56(1 H,s). 

MS:m/e(ESI)468.2(MH+) 
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Example 509 

3^2-tertButyl-4-[2-(5-ethoxy-1-imino-6-methylcaro^ acid 
trifluoroacetate 

[1 41 8] 1 H-NMR(DMSO-d6)5: 

1 .41 (9H,s), 2.55(2H,t,J=8.0Hz), 2.82(3H,d,J=4.8Hz), 3.1 7(2H,t,J=8.0Hz), 4.28(2H,q,J=7.2Hz), 4.85(2H,s), 5.49(2H,s), 
7.98(1 H,d,J=8.0Hz), 7.53(1 H,s), 7.81 (1 H,d,J=8.0Hz), 7.93(1 H,s), 8.1 6-8.24(1 H,m), 8.56(1 H,s), 9.23(1 H .brs), 9.85(1 H, 
brs). 

MS:m/e(ESI)480.2(MH+) 
Example 510 

2-{2-fertButyl-4-[2-(3-ethoxy-7-imino-2,4-dimet^^^ 
acid trifluoroacetate 

[1 41 9] 1 H-NM R(DMSO-d6)S: 

1.34-1.47(12H,m), 1 .59(3H,d,J=6.4Hz), 2.31(3H,s), 2.58(3H,s), 3.99(2H,q > J=6.8Hz), 4. 83 (2H, s) , 5.13(1H,q, 
J=6.4Hz), 5.49(2H,s), 6.97(1 H,d,J=8.4Hz), 7.86(1 H,s), 7.88(1 H,d,J=8.4Hz), 9.36-9.45(1 H,m), 9.81 -9.90(1 H,m). 
MS:m/e(ESI)468.2(MH+) 

Example 511 

2-(2-Cyclopropyl-7-imino-57-dihydro-pyrrolo^^ 
ethanone hydrobromlde 

[1420] 1H-NMR(DMSO-d6)S: 

1.03-1.12(4H,m), 1.41(18H,s), 2.26-2.36(1 H,m) f 4.81(2H,s), 5.53(2H,s), 7.71 (1 H,d,J=8.0Hz), 7.76(2H,s) ) 8.09(1H,d, 

J=8.0Hz), 9.63(1 H.brs). 

MS:m/e(ESI)420.2(MH+) 

Example 512 

{2-terf-Butyl-4-[2-(7-fluoro-1-imino-5 i 6-dimethoxy-1 i 3-dihydro-isoindol-2-yl)-acetyl]-ph acid 
hydrochloride 

[1421] 1H-NMR(DMSO-d6)5: 

1 .39(9H,s), 3.85(3H,s), 3.95(3H,s), 4.81 (2H.S), 4.88(2H,s), 5.47(2H,s), 7.07(1 H,d,J=8.8Hz), 7.35(1 H,s), 7.82-7.90(2H, 
m). 

Example 513 

1 -(8-tert-Butyl-4-methyl-3,4-dihydro-2H-benzo[1 ,4]oxazin-6-yl)-2-(7-fiuoro-1 -imino-5,6- dimethoxy-1 ,3-dihydro- 
isoindol-2-yl)-ethanone hydrochloride 

[1 422] 1 H-NM R(DMSO-d6)5: 

1.34(9H,s), 2.90(3H,s), 3.25-3.36(3H,m), 3.86(3H,s), 3.95(3H,s), 4.33(2H,dd > J=5.5 f 4.1 Hz), 4.79(2H,s), 5.44(2H,s), 
7.15(1 H,s), 7.26(1 H,s), 7.35(1 H,s). 

Example 514 

1-(3,5-Di-te^butyl-4-hydroxy-phenyl)-2-(7-imi^ 
hydrobromide 

[1423] 1H-NMR (DMSO-d6) 8: 

1.41(18H,s), 1.94-2.00(4H,br), 3.45-3.52(4H,br), 4.67(2H,s), 5.50(2H,s), 6.87(1 H,d,J=8.8Hz), 7.76(2H,s) t 7.86(1H,d, 

J=8.8Hz), 9.25(2H,s). 

MS:m/e(ESI)449.2(MH+) 
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Example 515 

1- (3,5-Di-te^butyl-4-hydroxy-phenyl)-2-[2-(ethylme^ 
ethanone hydrobromide 

[1424] 1H-NMR(DMSO-d6)5: 

1.10(3H,t,J=7.0Hz), 1.41(18H,s), 3.09(3H,s), 3.67(2H l q,J=7.0Hz) l 4.66(2H,s), 5.50(2H,s), 7.04(1 H,d,J=8.8Hz), 7.77 

(2H,s), 8.86(1 H,d,J=8.8Hz), 9.32(2H,s). 

MS:m/e(ESI)437.2(MH+) 

Example 516 

2- fert-Butyl-4-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-benzoic acid hydrochloride 
[1425] 1 H-NMR(DMSO-d6)5: 

1.42(9H,s), 2.82(3H,d l J=4.8Hz) l 4.28(2H,q,J=7.2Hz), 4.87(2H,s), 5.53(2H,s), 7.48-7.56(2H,m), 7.89(1 H,d,J=8.0Hz), 

8.03(1 H,s), 8.15-8.23(1 H,m), 8.56(1 H,s), 9.30(1 H,brs), 9.88(1 H.brs). 

MS:m/e(ESI)452.1(MH+) 

Example 517 

2-[2-(4-tert-Butyl-phenyl)-2-oxo-ethyl]-6-eth^ acid methylamide 

hydrobromide 

[1426] 1H-NMR(DMSO-d6)5: 

1.32(9H,s), 1 .42(3H,t,J=7.2Hz), 2.82(3H,d,J=4.8Hz), 4.28(2H,q,J=7.2Hz), 4.87(2H,s), 5.48(2H,s), 7.54(1 H,s), 7.63 

(2H,d,J=7.2Hz), 7.95(2H,d,J=7.2Hz), 8.1 8-8.24(1 H,m), 8.56(1 H,s). 

MS:m/e(ESI)408.1(MH+) 

Example 518 

1- (8-tert-Butyl-4-methyl-3,9-dihydro-2H-b^ 
pyridin-6-yl)-ethanone hydrobromide 

[1427] 1H-NMR(DMSO-d6)S: 

1.03-1.16(4H,m), 1 .35(9H,s), 2.26-2.37(1 H,m), 2.91 (3H,s), 4.34(2H,brs), 4.82(2H,s), 5.52(2H,brs), 7.17(11-1,8), 7.28 

(1H,s), 7.72(1 H,d,J=8.0Hz), 8.09(1 H,d.J=8.0Hz), 9.42-9.53(1 H,m), 9.60-9.71 (1 H,m). 

MS:m/e(ESI)419.1(MH+) 

Example 519 

2- [2-(3,3-Dimethyl-2 t 3-dihydro-benzofuran-5^ 
acid methylamide hydrobromide 

[1 428] 1 H-NM R(DMSO-d6)5: 

1.34(6H,s), 1.41(3H,t,J=7.2Hz), 2.82(3H,d,J=4.4Hz), 4.28(2H,q,J=7.2Hz), 4.37(2H,s), 4.85(2H,s), 5.43(2H,s), 6.98 
(1H,d,J=8.0Hz), 7.53(1H,s), 7.87(1 H,d,J=8.0Hz), 7.89(1H.s), 8.14-8.25(1H,m), 8.56(1H,s). 
MS:m/e(ESI)422.1(MH+) 

Example 520 

2-(5,6-Diethoxy-7-fluoro-1-imino-1 > 3-dih^ 
hydrobromide 

[1429] 1H-NMR(DMSO-d6)5: 

1.29(3H,t,J=6.BHz), 1.34(9H,s) t 1 .40(3H,t,J=6.8Hz), 4.11 (2H.q,J=6.8Hz), 4.21 (2H,q,J=6.8Hz), 4.37(2H,s), 4.79(2H, 

s), 5.41 (2H,s), 6.97(1 H,d,J=8.4Hz), 7.33(1 H,s), 7.85(1 H,d,J=8.4Hz), 7.88(1 H,s). 

MS:m/e(ESI)427.1(MH+) 
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Example 521 

2-(3-Chloro-2-diethylamino-7-imino-5,7-dihydro- pyrrolo[3,4-b]pyridin-6-yl)-1-(3,5-di-terf-butyl-4-hydroxy-phenyl)- 
ethanone hydrobromide 

[1 430] 1 H-NM R(DMSO-d6)5: 

1.15(6H,t,J=7.2Hz), 1.42(18H,s), 3.51 (9H,q,J=7.2Hz), 4.73(2H,s), 5.54(2H,s), 7.77(2H,s), 8.20(1H,s), 9.51(1H,s). 
MS:m/e(ESI)485.2(MH+) 

Example 522 

{8-tert-Butyl-6-[2-(2-ethyl-7-imino-^ 
acetic acid hydrobromide 

[1431] 1 H-NMR(DMSO-d6)5: 

1.30(3H,t,J=7.6Hz), 1.35(9H,s), 2.93(2H,q,J=7.6Hz), 3.47(2H,br), 4.01 (2H,s), 4.27(2H,br), 4.81 (2H,s), 5.50(2H,s), 

7.06(1 H,s), 7.23(1 H,s), 7.70(1 H,d,J=8.0Hz), 8.15(1 H,d,J=8.0Hz). 

MS:m/e(ESI)451.1(MH+) 

Example 523 

7-tyano-2-[2-(3,5-di-fert-butyl-4-hydroxy-phenyQ acid 
methylamide hydrobromide 

[1 432] 1 H~NMR(DMSO-d6)5: 

1.44(18H,s),2.86(3H,d, J=4. 4Hz) , 5. 17 (2H,s),5. 54 (2H, s),7 .76(2H,s),8.69(1 H,d,J=1 .2Hz),8.88{1 H,m),9.05(1 H,d, 
J=1. 2Hz). 

Example 524 

1-(3,5-Di-terf-butyl"4-hydroxy-phenyl)-2-(5-ethoxy-7-fluoro-1-imino-6-methoxy-1 ^-dihydro-isoindol^-yQ-ethanone 
hydrobromide 

[1433] 1H-NMR(DMSO-d6)5: 

1. 34-146(21 H,m), 3.87(3H,s), 4.22(2H,q,J=7.0Hz), 4.77(2H,s), 5.47(2H,s), 7.34(1 H,s), 7.75(2H,s), 9.03(1 H.brs). 
Example 525 

{2-ferf-Butyl-9-[2-(5-ethoxy-7-fluoro-1-imino-6-methoxy-1,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}-^^ acid 
hydrochloride 

[1434] 1H-NMR(DMSO-d6)5: 

1 .30-1 ,48(12H,m), 3.86(3H,s), 4.22(2H,q t J=7.0Hz), 4.79(28,8), 4.88(2H,s), 5.49(2H,s), 7.07(1 H,d,J=8. 7Hz), 7.33(1H, 

s), 7.82-7.90(2H,m), 9.08(1 H.brd), 9.45(brs). 

MS:m/e(ESI)473.1(MH+) 

Example 526 

Methyl 2-{3-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl}-2-methyl-propanoate 
hydrobromide 

[1435] 1H-NMR(DMSO-d6)S: 

1.388(3H,t,J=6.8Hz), 1.529(6H,s), 2.81 0(3H,d.J=4.8Hz) J 3.570(3H,s), 4.257(2H,q,J=6.8Hz) t 4.852(2H,s), 5.475(2H, 
s), 7.487(1 H,s), 7.54-7.68(2H,m), 7.857(1 H,s), 7.91 (1 H,d,J=8.0Hz), 8.239(1 H >q ,J=4.8Hz), 8.498(1 H,s). 
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Example 527 

{2-fe/t-ButyN6"[2'(5-ethoxy-1-imino-6'methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}-acetic acid 
hydrochloride 

[1436] 1 H-NMR(DMSO-d6)5: 

1.34(9H f s), 1.40(2H,t,J=7.1Hz), 2.82(3H,d,J=4.7Hz), 4.27(2H,q,J=7.1Hz), 4.37(2H,s), 4.86(2H,s), 5.42(2H,s), 7.27 
(1H,t,J=8.0Hz), 7.53(1 H,s), 7.64(1 H,d,J=8.0Hz), 7.79(1 H,d,J=8.0Hz), 8.20(1 H,brq t J=4.7Hz), 8.57(1 H,s), 9.40(1 H, 
brd), 9.94(1 H.brd). 
MS:m/e(ESI)482.2(MH+) 

Example 528 

{2-te/t-Butyl-6-[2-(5 > 6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyll-phenoxy}-acetic acid hydrochloride 
[1437] 1 H-NMR(DMSO-d6)S: 

1.28(3H,t,J=6.9Hz), 1.32-1 .46(12H,m), 4.11 (2H,q,J=6.9Hz), 4.22(2H > q,J=6.7Hz), 4.38(2H,s), 4.82(2H J s), 5.43(2H,s), 
7.27(1 H,t,J=5.2Hz), 7.32(1H,s), 7.63(1 H,d,J=5.2Hz), 7.80(1 H,d,J=5.2Hz), 9.11 (1 H.brs), 9.45(1H,brs). 
MS:rn/e(ESI)487.2(MH+) 

Example 529 

3-te/t-Butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoy acid 
trifluoroacetate 

[1438] 1 H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.42(3H,t,J=7.2Hz), 2.83(3H,d,J=4.8Hz), 3.88(3H,s), 4.28(2H,q,J=7.2Hz), 4.85(2H,s), 5.51 (2H.S), 7.54 
(1H,s), 7.98(1 H,d,J=2.0Hz), 8.15(1 H,d,J=2.4Hz), 8.16-8.22(1H,m), 8.56(1H,s), 9.19(1 H,brs). 9.87(1 H,brs). 
MS:m/e(ESI)482.3(MH+) 

Example 530 

Methyl 3-terf-butyl-2-carboxymethoxy-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]- 
benzoate trifluoroacetate 

[1 439] 1 H -NM R(DMSO-d6)5: 

1.39(3H,t,J=7.2Hz) } 1.41(9H,s), 2.82(3H,d,J=4.4Hz), 3.88(31-1,8), 4.28(2H,q,J=7.2Hz), 4.55(2H,s), 4.85(2H,s), 5.53 
(2H,s), 7.54(1 H,s), 8.04(1 H,d,J=2.4Hz), 8.1 6(1 H,d,J=3.0Hz), 8.1 8-8.23(1 H,m), 8.55(1 H,s), 9.26(1 H,brs), 9.89(1 H.brs). 
MS:m/e(ESI)540.3(MH+) 

Example 531 

{3-terf-Butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyt]-2-methoxy-benzoylamino}- 
acetic acid trifluoroacetate 

[1440] 1H-NMR(DMSO-d6)5: 

1.39(9H,s), 1.41(3H,t,J=7.2Hz), 2.82(3H,d,J=4.8Hz), 3.88(3H,s), 3.96(2H,d 1 J=5.6Hz) t 4.28(2H,q,J=7.2Hz), 4.85(2H, 
brs), 5.50(2H,brs), 7.54(1H,s), 7.93(1H,s), 8.1 8-8.22(1 H,m), 8.56(1H,s), 8.81(11-1,1,^5.61^), 9.23(1H,s), 9.86(1H,s). 
MS:m/e(ESI)539.3(MH+) 

Example 532 

({3-tert-Butyl-5-[2-(5-ethoxy-1-imino-6-methylcail3amoyl-1 > 3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-benzoyl}^ 
methyl-amino)-acetic acid trifluoroacetate 

[1441] 1 H-NMR(DMSO-d6)5: 

1 .36,1 .38(9H,each,s), 1 .41 (3H,t,J=7.2Hz), 2.82(3H,d,J=4.8Hz), 2.92,3.08(3H,each,s), 3.78,3.88(3H,each,s), 
3.82,3.92(2H,each,s) f 4.28(2H l q,J=7.2Hz) > 4.85(2H,brs), 5.51 (2H,brs), 7.54(1 H.brs), 7.74(1 H.brs), 7.91 (1 H.brs), 8.55 
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(1H,brs), 8.1 8-8.22(1 H,m), 9.24(1 H,brs), 9.88(1 H.brs). 
MS:m/e(ESI)553.4(MH+) 

Example 533 

5^2-te^Butyt-4-[2-(5-ethoxy-1-imino-6-m acid 
hydrobromide 

[1 442] 1 H-NM R(DMSO-d6)5: 

1.37(9H,s), 1.41(3H,t,J=7.2Hz), 1 .67-1 .88(4H,m), 2.31(2H,t,J=7.2Hz), 2.82(3H,d > J=4.8Hz), 4.13(2H,t,J=7.2Hz), 4.27 
(2H,q,J=7.2Hz), 4.85(2H,s), 5.46(2H,s), 7.17(1 H J d 1 J=8.0Hz), 7.53(1 H,s), 7.84(1 H,s), 7.90(1 H l d J J=8.0Hz), 8.20(1 H,q, 
J=4.8Hz), 8.56(1 H,s), 9.24(1 H.brs), 9.84(1 H.brs), 12.05(1 H.brs). 
MS:m/e(ESI)524.2(MH+) 

Example 534 

1 -(3,5-Di-te/t-butyl-4-hydroxy-phenyl)-2-(5-ethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1443] 1H-NMR(DMSO-d6)5: 

1.20(21H,m), 4.18(2H,q,J-7.2Hz), 4.78(2H,s), 5.36(2H,s), 7.12(1 H,d,J=12.0Hz), 7.18(1H,s), 7.64(2H,s). 
MS:m/e(ESI)441.2(MH+) 

Example 535 

{2-fe/t-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 > 3-dihydro-isoindol-2-yl)-acetyl}-6-(pyrrolidin-1-yl)- 
phenoxy}-acetic acid 

trifluoroacetate 

[1444] 1H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.41 (3H,tJ=6. 8Hz), 1 .82-1 .93(4H J m) J 2.83(3H,d,J=4.8Hz), 3.04-3.1 8(4H,m), 4.28(2H,q,J=6.8Hz), 4.40 
(2H,s), 4.84(2H,s), 5.49(2H,s), 7.41 (1H,s), 7.48(1 H,s), 7.54(1 H,s), 8.13-8.25(1 H,m), 8.56(1 H,s), 9.15(1 H.brs), 9.83 
(1H,brs). 

MS:m/e(ESI)551.4(MH+) 
Example 536 

{2-terf-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-(pyrrolidin-1-yl)-phenoxy}-acetic 
acid trifluoroacetate 

[1445] 1 H-NMR(DMSO-d6)5: 

1.29(3H,t,J=6.8Hz), 1 .34-1 .43(1 2H,m) ( 1 .83-1 .92(4H,m), 3.07-3.1 6(4H,m) > 4.11 (2H,q l J=6.8Hz), 4.21 (2H,q,J=6.8Hz), 

4.78(2H,s), 5.47(2H,s), 7.33(1 H,s), 7.39(1 H,s), 7.46(1 H,s). 

MS:m/e(ESI)556.2(MH+) 

Example 537 

{2-terf-Butyl-4-[2-(2-cyclopropyl-7-imino-5y-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-acetyl]-6-(pyrrolidin 
acetic acid trifluoroacetate 

[1446] 1 H-NMR(DMSO-d6)6: 

1.04-1.14(4H,m), 1.38(9H,s), 1 .82-1 .94(4H,m), 2.27-2.36(1 H,m) ( 3.03-3.1 8(4H,m), 4.40(2H,s), 4.82(2H,s), 5.55(2H, 

S), 7.41(1H,s), 7.48(1H,s), 7.72(1 H.d^S.OHz), 8.08(1H, d, J=8.0Hz). 

MS:m/e(ESI)491.3(MH+) 



287 



EP 1 391 451 A1 

Example 538 

{4-tert-Butyl-2-f2-(5-ethoxy-1-imino-6-^ acid 
hydrochloride 

[1447] 1 H-NMR(DMSO-d6)5: 

1.25(9H,s), 1.41(3H,t,J=6.7Hz), 2.82(3H,brs), 4.27(2H,q,J=6.7Hz), 4.86(2H,s), 4.91(2H,s), 5.37(2H,s), 7.14(1H,d, 
J=9.0Hz), 7.50(1 H,s), 7.69(1 H I brd,J=9.0Hz) ( 7.83(1 H,s), 8.20(1 H,brq,J=4.0Hz), 9.32(1 H.brs), 9.87(1 H.brs). 
MS:m/e(ESI)482.2(MH+) 

Example 539 

{4-ferf-Butyl-2-[2-(5 t 6-diethoxy"7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl1-phenoxy}-acetic acid hydrochloride 
[1448] 1H-NMR(DMSO-d6)5: 

1.24-1 .32(1 2H,m), 1.39(3H,t,J=6.7Hz), 4.12(2H,q ( J=6.7Hz), 4.22(2H,q,J=6.7Hz), 4.82(2H,s), 4.89(2H,s), 5.37(2H,s), 
7.14(1 H,d,J=8.3Hz), 7.31(1H,s), 7.69(1 H,dd,J=8.3,2.8Hz), 7.83(1 H,d ) J=2.8Hz), 9.02(1 H.brs). 
MS:m/e(ESI)487.1(MH+) 

Example 540 

1-(3,5-Di-te^butyl-4-hydroxy-phenyl)-2-[2-eth^^ 
[S^-bjpyridin-S-yll-ethanone hydrobromide 

[1449] 1H-NMR(DMSO-d6)S: 

1.30(3H J t,J=7.3Hz), 1.30-1.80(6H,m), 1.42(18H,s), 2.93(2H,q,J=7.3Hz), 3.47-3.55(1 H.m), 3.75-3.82(1 H,m), 4.69(1 H, 
d, J=1 3.6Hz), 4.78-4.81 (1 H.m), 4.86(2H,s), 4.90(1 H ,d, J=13.6Hz), 5.55(2H,s), 7.77(2H,s), 8.21 (1 H,s), 9.75-9.82(1 H,m). 

Example 541 

1-(3,5-Di-te/t-butyl-4-hydroxy-phenyl)-2-(2-ethyl-3-hydroxymethyl-7-imino-57-dihydro-pyrrolo[3 I 4-b]pyridin-6-yl)- 
ethanone hydrobromide 

[1 450] 1 H-NM R(DMSO-d6)5: 

1.04(3H,t,J=6.8Hz), 1.42(18H,s), 2.87(2H,q,J=6.8Hz), 4.72(2H,s), 4.86(2H,s), 5.59(2H ) s) I 7.78(2H,s), 8.07(1 H.brs), 
8.21(1H s s) } 9.53(1 H J d,J=8.0Hz) l 9.75(1 H,d,J=8.0Hz). 

Example 542 

Ethyl 3-{3-ferf-butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl}- 
propanoate hydrobromide 

[1451] 1H-NMR(DMSO-d6)5: 

1.165(3H,t,J=7.2Hz), 1.371(9H,s), 1 .411 (3H,t,J=7.2Hz), 2.67-2. 73(2H,m), 2.822(3H,d f J=4.8Hz), 2.96-3.02(2H,m), 
3.799(3H,s), 4.058(2H,q,J=7.2Hz), 4.278(2H,q,J=7.2Hz), 4.147(2H,q ) J=7.2Hz), 4.851 (2H,s), 5.505(2H,s), 7.542(1 H, 
s), 7.779(1 H,d,J=2.0Hz) t 7.838(1 H,d,J=2.0Hz), 8.206(1 H,q,J=4.8Hz), 8.558(1 H,s). 

Example 543 

3-{3-tertButyl-5-[2-(5-ethoxy-1-imino-6-methylcaro^ 
propanoic acid hydrobromide 

[1452] 1H-NMR(DMSO-d6)5: 

1.371(9H,s), 1.402(3H,t,J=7.2Hz), 2.630(2H,t,J=7.6Hz), 2.814(3H,d,J=3.2Hz) l 2.93-2.99(2H,m), 3.802(3H,s), 4.267 
(2H,q,J=7.2Hz), 4.838(2H,s), 5.600(2H,s), 7.522(1 H,s), 7.785(1 H,s), 7.848(1 H,s), 8.204(1 H,s), 8.215(1 H,s), 8.573(1 H, 
s), 1 0.033(1 H,d,J=8.4Hz), 12.262(1 H,s). 
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Example 544 

2-[2-(8-tert-Butyl-4-carijamoylmethyl-3,4-dih^ 

2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 
[1453] 1H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.43(3H,t,J=7.2Hz), 2.84(3H,d,J=4.8Hz), 3.51 (2H,t,J=4.0Hz), 3.90(2H,s), 4.31(2H,q,J=7.2Hz) ) 4.34(2H,t, 
J=4.0Hz), 4.84(2H,s), 5.43(2H,s), 7.02(1 H,d,J=1 .6Hz), 7.12(1H,s), 7.27(1 H,d,J=1. 6Hz), 7.50(1H,s) ( 7.54(1H,s), 8.22 
(1H,q,J=4.8Hz), 8.56(1H,s), 9.22(1H,s), 9.81(1H,s). 

Example 545 

2-[2-(3-tert-Butyl-5-hydroxy-4-methoxy-phenyt)^^ 
acid methylamide hydrobromide 

[1454] 1 H-NMR(DMSO-d6)5: 

1.38(9H,s,), 1.43(3H,t, J=7.0Hz), 2.85(3H,d, J=5.0Hz), 3.90(3H,s), 4.29(2H,q, J=7.0Hz), 4.85(2H,s), 5.48(2H,s), 7.41 
(1H,d, J=2.0Hz), 7.45(1 H,d, J=2.0Hz), 7.55(1 H,s), 8.22(1 H,q,J=5.0Hz), 8.58(1 H,s), 9.32(1 H.brs), 9.91(1H,brs), 10.03 
(1H,s). 

Example 546 

{3"te/t-Butyl-5"[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ^-dihydro-isoindol^-yQ-acetyl]^- methoxy-phenoxy)- 
acetic acid trifluoroacetate 

[1455] 1 H-NMR(DMSO-d6)8: 

1.39(9H,s), 1.43(3H,t,J=7Hz), 1.47(9H,s), 2.85(3H,d,J=5Hz), 3.98(3H,s), 4.30(2H,q,J=7Hz), 4.82(2H,s), 4.87(2H,s), 
5.51 (2H,s), 7.44(1 H,d,J=2Hz), 7.56(1 H,s) t 7.58(1 H l d,J=2Hz), 8.22(1 H,q,J=5Hz), 8.59(1 H,s), 9.25(1 H.brs), 9.88(1 H, 
brs). 

Example 547 

2-{2-[3-fe^Butyl-4-(2H-tetrazol-5-ylmethoxy)-phenyn^^ 
5-carboxylic acid methylamide hydrochloride 

[1456] 1 H-NMR(DMSO-d6)5: 

1.32(9H,s), 1.42(3H,t,J=7.2Hz), 2.82(3H J d,J=4.8Hz) > 4.28(2H,q,J=7.2Hz), 4.85(2H,s), 5.48(2H,s), 5.64(2H,s), 7.00 
(1H,d,J=8.0Hz), 7.33-7.45(2H,m), 7.53(1 H,s), 7.86(1 H,s), 7.94(1 H,d,J=8.0Hz), 8.20(1 H f q,J=4.8Hz), 8.56(1 H,s), 9.25 
(1H,brs), 9.85(1 H, brs). 
MS:m/e(ESI)506.2(MH+) 

Example 548 

Ethyl {2-terf-butyl-9-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-(pyrrolidin-1 -yl)- 
phenoxy}-acetate hydrobromide 

[1457] 1 H-NMR(DMSO-d6)5: 

1.24(3H,t,J=6.4Hz), 1 .31 -1 .50(12H,m), 1 .78-1 .99(4H,m), 2.82(3H,d,J=4.4Hz), 3.02-3.1 7(4H f m), 4.22-4.40(4H,m), 
4.49(2H,s), 4.84(2H,s), 5.48(2H,s), 7.42(1 H,s), 

7.49(1H,s), 7.53(1H,s), 8.13-8.28(1 H,m), 8.55(1H,s), 9.14 (1 H,brs), 9.83(1 H.brs). 
MS:m/e(ESI)579.3(MH+) 

Example 549 

Ethyl {2-terf-butyl-4-[2-(5 ) 6-diethoxy-7-fluoro-1 -imino-1 ) 3-dihydro-isoindol-2-yl)-acetyl]-6-(pyrrolidin-1 -yl)-phenoxy}- 
acetate hydrobromide 

[1458] 1 H-NMR(DMSO-d6)5: 
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1.23(3H,t,J=7.2Hz), 1 .29(3H,t,J=7.2Hz), 1 .33-1 .48(1 2H,m), 1 .82-1 .94(4H,m), 3.04-3.1 6(4H,m), 4.11 (2H,q,J=7.2Hz), 
4.15-4.30(4H,m), 4.49(2H,s), 4.78(2H,s), 5.48(2H,s), 7.33(1H,s), 7.42(1H,s), 7.48(1H,s). 
MS:m/e(ESI)584.3(MH+) 

Example 550 

2-[2-(3,5-tert-Butyl-4-hydroxy-phenyl)-2-oxo-eth^^ acid 
methylamide hydrobromide 

[1459] 1 H-NMR(DMSO-d6)5: 

1.44(18H,s), 2.85(3H,d,J=4.4Hz), 5.05(2H,s), 5.55(2H,s), 7.79(2H,s), 8.13(1 H,dd J J=1 .3,9.5Hz), 8.69(1 H,d,J=1 .3Hz), 
8.77(1 H,m). 

Example 551 

{2-tert-Butyt-4-[2-(7-fluoro-1-imino-5,6-dim^ 
acetic acid trifluoroacetate 

[1460] 1H-NMR(DMSO-d6)5: 

1.37(9H,s), 1.70-2.08(4H,m), 2.88-3.21 (4H,m) l 3.86(3H,s), 3.95(3H,s), 4.39(2H,s), 4.80(2H J s), 5.48(2H,s), 7.36(1 H, 

s), 7.39(1 H,s), 7.47(1 H,s), 9.07(1 H.brs), 9.29(1 H.brs). 

MS:m/e(ESI)528.1(MH+) 

Example 552 

{8-ferf-Butyl-6-[2-(5 > 6-diethoxy-7-fluoro-1-imino-1 ^-dihydro-isoindol^-yQ-acetyll^.S-dihydro-benzori ,4]oxazin-4-yl}- 
acetic acid hydrochloride 

[1 461 ] 1 H-NM R(DMSO-d6)6: 

1.31(3H,t,J=7.2Hz), 1.38(9H,s), 1 .41 (3H,t,J=7.2Hz), 3.50(2H,t,J=4.4Hz), 4.13(2H,q,J=7.2Hz), 4.16(2H,s), 4.22(2H,q, 
J=7.2Hz), 4.31 (2H,t,J=4.4Hz), 4.79(2H,s), 5.44(2H,s), 7.06(1 H.d^.OHz), 7.26(1 H,d,J=2.0Hz), 7.33(1 H,s), 9.02(1 H, 
s), 9.35(1 H,s), 12.71 (1H t s). 

Example 553 

{8-tert-Butyl-6-[2-(3-ethoxy-7-tmino-2,4-dimethyl^^ 
[1 ,4]oxazin-4-yl}-acetic acid hydrochloride 

[1462] 1H-NMR(DMSO-d6)5: 

1 .38(9H,s), 1 .41 (3H,t,J=7.2Hz), 2.33(3H,s), 2.60(3H,s), 3.50(2H,t,J=4.4Hz), 4.01 (2H,q,J=7.2Hz), 4. 1 6(2H,s), 4.31 (2H, 
t,J=4.4Hz), 4.83(2H,s), 5.49(2H,s), 7.07(1 H,d,J=1 .6Hz), 7.28(1 H,d,J=1 .6Hz), 9.45(1H,s), 9.89(1H,s), 12.71(1H,s). 

Example 554 

2-[2-(8-tert-Butyl-3,4-dihydro-2H-benzo[1,4fc^ 
5-carboxylic acid methylamide hydrobromide 

[1463] 1H-NMR(DMSO-d6)5: 

1.36(9H,s), 1.43(3H,t,J=7.2Hz), 2.84(3H p d,J=4.8Hz), 3.36(2H,t,J=4.4Hz), 4.23(2H,t,J=4.4Hz), 4.29(2H,q,J=7.2Hz), 
4.84(2H,s), 5.43(2H,s), 7.14(1 H,d,J=2.0Hz), 7.18(1 H,d,J=2.0Hz), 7.54(1 H,s), 8.22(1 H,q,J=4.8Hz), 8.57(1H,s), 9.28 
(1H,s), 9.88(1 H,s). 

Example 555 

{8-tert-Butyl-6-[2-(7-fluoro-1-imino-5,6-dim 
4-yi}-acetic acid trifluoroacetate 

[1464] 1H-NMR(DMSO-d6)5: 
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1.35(9H,s). 3.48(2H,brs) t 3.86(2H,s), 3.95(2H,s), 4.12(2H,s) l 4.28(2H,brs), 4.78(2H,s), 5.42(2H f s), 7.04(1 H,s), 7.24 

(1H,s), 7.34(1 H,s). 

MS:m/e(ESI)500.1(MH+) 

Example 556 

1- (3,5-Di-te/t-butyl-4-hydroxy-phenyl)-2-(7-fluoro-1-imino-6-methoxy-5-propoxy^ 
hydrochloride 

[1465] 1 H-NMR(DMSO-d6)5: 

1.00(3H,t,J=7.1Hz), 1.41(18H,s), 1 .75-1 .86(2H,m), 3.87(3H,s), 4.12(2H,t f J=6.4Hz), 4.78(2H,s), 5.47(2H,s), 7.34(1 H, 
s), 7.75(2H,s). 

Example 557 

{2-tert-Butyl-4-[2-(7-fluoro-1-imino-6-methoxy-5^^ acid 
hydrochloride 

[1466] 1H-NMR(DMSO-d6)S: 

0.99(3H,t,J=7.5Hz), 1.38(9H t s), 1.72-1 .86(2H l m), 3.87(3H,s), 4.11 (2H,t,J=6.4Hz), 4.78(2H,s), 4.87(2H,s), 5.47(2H,s), 
7.07(1 H,d,J=B.1 Hz), 7.34(1 H,s), 7.78-7.92(2H,m), 9.06(1 H.brs). 

Example 558 

2- [2-(3,3-Dimethyl-2-oxo-2,3-dihydro-1H-indo^ 

5- carboxylic acid methylamide hydrobromide 

[1467] 1H-NMR(DMSO-d6)5: 

1.30(6H,s), 1.40(3H,t,J=7.2Hz), 2.82(3H,d,J=4.8Hz), 4.27(2H,q,J=7.2Hz), 4.85(2H,s), 5.44(2H,s), 7.03(1 H,d, 
J=8.0Hz), 7.52(1 H,s), 7.90(1 H,d,J=8.0Hz), 7.97(1 H,s), 8.16-8.24(1 H,m), 8.55(1H,s), 10.90(1H,s). 
MS:m/e(ESI)435.0(MH+) 

Example 559 

6- Ethoxy-3-imino-2-[2-oxo-2-(1 ,3,3-trimethyl-2-oxo-2,3-dihydro-1H-indol-5-yl)-ethyl]-2,3-dihydro-1H-isoindole- 
5-carboxylic acid methylamide hydrobromide 

[1468] 1H-NMR(DMSO-d6)5: 

1.30-1.43(9H,m), 2.82(3H ( d,J=4.8Hz), 3.19(3H,s), 4.27(2H,q,J=7.2Hz), 4.85(2H,s), 5.45(2H,s), 7.20-7.24(1 H,m), 

7.52-7.54(1 H,m), 7.98-8.02(2H,m), 8.17-8.21 (1H,m), 8.56(1 H,s). 

MS:m/e(ESI)449.1(MH+) 

Example 560 

{5-[2-(5-Ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-iso-indol-2-yl)-acetyl]-3 t 3-dimethyl-2-oxo-2,3-dihydro-indol- 

1- yl)-acetic acid hydrochloride 

[1 469] 1 H-NM R(DMSO-d6)5: 

1.34(6H,s). 1.41(3H,t,J=7.2Hz), 2.82(3H,d,J=4.8Hz), 4.28(2H,q,J=7.2Hz), 4.53(2H,s), 4.86(2H,s), 5.46(2H,s), 7.24 
(1 H,d p J=8.0Hz), 7.58(1 H,s), 7.97(1 H,d,J=8.0Hz), 8.03(1 H,s), 8.1 7-8.25(1 H,m), 8.56(1 H,s), 9.25(1 H.brs), 9.85(1 H.brs). 
MS:m/e(ESI)493.1 (MH+) 

Example 561 

2- {3-[2-(5-Ethoxy-1-imino-6-methylcarbamoyl-1,3dihydro-isoindol-2-yl)-acetyl]-phenyl}-2-methylpropanoic acid 
hydrobromide 

[1470] 1H-NMR(DMSO-d6)8: 
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1 .41 0(3H,t,J=6.8Hz), 1 .514(9H,s), 2.823(3H,d,J=4.8Hz) > 4.279(2H,q,J=6.8Hz), 4.869(2H,s),5.525(2H ) s) 1 7.539(1 H,s), 
7.582(1 H,t,J=7.6Hz), 7.71 6(1 H,d,J=8.4Hz), 7.91 3(1 H,d,J=8.4Hz), 7.924(1 H,s), 8.205(1 H,q,J=4.8Hz), 8.563(1 H,s). 

Example 562 

Ethyl 4^3-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 l 3-dihydro-isoindol-2-yl)-acety 
hydrobromide 

[1471] 1H-NMR(DMSO-d6)6: 

1.182(3H,7.2Hz), 1 .405(3H,t,J=7.2Hz), 1.482(6H,s), 2.817(3H,d,J=4.8Hz), 4.098(2H l q,J=7.2Hz) 1 4.274(2H,q, 
J=7.2Hz), 4.868(2H,s), 5.529(2H,s), 5.821 (1 H,d,J=15.6Hz), 7.026(1 H,d,J=15.6Hz), 7.539(1 H,s), 7.592(1 H,t,J=7.6Hz), 
7.713(1 H.d^S.OHz), 7.900(1H,s), 7.931 (1 H ( d,J=8.0Hz), 8.206(1 H,q,J=4.8Hz), 8.55(1H,s). 

Example 563 

Ethyl 4-{3-[2-(5,6-diethoxy-7-fluoro-1-imino-1,3-dihyd^ 
hydrobromide 

[1472] 1H-NMR(DMSO-d6)5: 

1.184(3H,t l J=7.2Hz),1.285(3H > t s J=6.8Hz) ! 1.390(3H,t,J=6.8Hz) J 1 .482(6H,s) t 4.06-4.1 4(4H,m), 4.208(2H l q,J=7.2Hz), 
4.817(2H,s), 5.511(2H,s), 5.821 (1 H,d,J=15.6Hz), 7.028(1 H,d,J=15.6Hz), 7.335(1H,s), 7.56-7.61 (1 H,m), 7.705(1H,d, 
J=8.0Hz), 7.87-7.91 (2H,m). 

Example 564 

Methyl 2-{3-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 .S-dihydro-isoindol^-yQ-acetyn-phenylj^-methyl- propanoate 
hydrobromide 

[1473] 1H-NMR(DMSO-d6)5: 

1.284(3H,t,J=7.2Hz), 1 .390(3H,t,J=6.8Hz), 1.548(6H,s), 3.590(3H,s), 4.110(2H,q,J=6.8Hz) l 4.208(2H,t,J=7.2Hz) > 
4.820(2H,s), 5.517(2H,s), 7.341 (1H,s), 7.55-7.70(2H,m) I 7.85-7.94(2H,m). 

Example 565 

2-{3-[2-(5,6-Diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol'2-yl)-acetyl]-phenyl}-2-methyl-propanoic acid 
hydrobromide 

[1 474] 1 H-NM R(DMSO-d6)8: 

1.282(3H,t,J=6.8Hz) ( 1 .387(3H,t,J=6.8Hz), 1.514(6H,s), 4.1 06(2H,q,J=6.8Hz), 4.205(2H,q,J=6.8Hz), 4.818(2H,s), 
5.521 (2H,s), 7.23-7.42(2H,m), 7.579(1 H,t,J=8.0Hz), 7.705(1 H,d,J=8.0Hz), 7.86-7.93(2H,m). 

Example 566 

8-terr-Butyl-6-[2-(7-imino-2-methyl-5,7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl1-2 ) 3-dihydrobenzo[1 ,4]oxazin- 
4-ylmethylene-cyanamide hydrobromide 

[1475] 1H-NMR(DMSO-d6)8: 

1.37(9H,s), 2.70(3H,s) l 4.05(2H,t,J=5Hz), 4.39(2H,t,J=5Hz), 5.04(2H,s), 6.33(2H,s), 7.49(1 H,d,J=8Hz) l 7.86(1 H,d, 

J=8Hz), 7.87(1 H f d f J=8Hz), 8.43(1 H,d,J=8Hz), 9.70(1 H,s). 

MS:m/e(ESI)431.0(MH+) 

Example 567 

2-[2-(8-fe/t-Butyl-4-cyanoiminomethyl-3 ) 4-dihydro-2H-benzo[1 > 4]oxazin-6-yl)-2-oxo-ethyl]-6-ethoxy-3-imino- 
2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[1476] 1 H-NMR(DMSO-d6)5: 

1.36(9H,s), 1.40(3H,t,J=7Hz), 2.83(3H,d,J=5Hz), 4.00(2H,t > J=5Hz), 4.28(2H,q,J=7Hz), 4.44(2H,t,J=5Hz), 4.82(2H,s), 
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5.40(2Hs), 7.51 (1H,s), 7.70(1 H,d,J=2Hz), 8.19(1H,d,J=2Hz), 8.20(1 H.s), 8.52(1 H,s), 9.44(1 H,s). 
MS:m/e(ESI)517.0(MH+) 

Example 568 

8-tert-Butyl-6-[2-(5,6-diethoxy-7^ 

4- ylmethylene-cyanamide hydrobromide 

[1477] 1H-NMR(DMSO-d6)S: 

1.29(3H J t,J=7H2), 1.36(9H,s), 1 .40(3H,t,J=7Hz), 4.00(2H,t,J=5Hz), 4.12(2H,q,J=7Hz), 4.21 (2H } q,J=7Hz), 4.43(2H,t, 
J=5Hz), 4.80(2H,s), 5.43(2H,s), 7.32(1H,s), 7.70(1 H,d,J=2Hz), 8.17(1H,d,J=2Hz), 9.43(1H,s). 
MS:m/e(ESI)522.0(MH+) 

Example 569 

4^3-[2-(5-Ethoxy-1-imino-6-methylcaroa acid 
hydrochloride 

[1478] 1H-NMR(DMSO-d6)5: 

1 .401 (3H,t,J=6.8Hz), 1 .472(6H,s), 2.81 4(3H,d,J=4.8Hz), 4.268(2H,q,J=6.8Hz), 4.862(2H,s), 5.565(2H,s), 5.745(1 H,d, 
J=1 6.0Hz), 6.969(1 H,d,J=1 6.0Hz), 7.528(1 H,s), 7.586(1 H,t,J=8.0Hz), 7.69-7.73(1 H,m), 7.89-7.92(1 H,m), 8.209(1 H,q, 
J=4.8Hz), 8.559(1 H,s), 9.388(1 H,s). 

Example 570 

4^3-[2-(5,6-Diethoxy-7-fluoro-1-imino-1 ) 3-dihydro-isoindol-2-yl)-acetyl]-phenyl}-4-methyl-2-penten acid 
hydrochloride 

[1479] 1H-NMR(DMSO-d6)5: 

1.284(3H,t,J=6.8Hz), 1 .389(3H,t,J=6.8Hz), 1.472(6H,s), 4.1 09(2H,q,J=6.8Hz), 4.207(2H,q,J=6.8Hz), 4.817(2H,s), 
5.545(2H,s), 5.745(1 h,d,J=1 6.0Hz), 6.970(1h,d,J=16.0Hz), 7.332(1H,s), 7.582(1 H,t,J=8.0Hz), 7.69-7.73(1H,m), 
7.8707.92(2H,m) I 9.081 (1H,s), 9.466(1 H,s). 

Example 571 

2-[2-(3-tert-Butyl-4-hydroxy-5-methylaminom 

5- carboxylic acid methylamide hydrochloride 

[1480] 1 H-NMR(DMSO-d6)S: 

1 .37-1 .42(1 2H,m), 2.578(3H,d,J=2.8Hz), 2.806(3H,d,J=4.4Hz), 4.258(2H,q,J=6.8Hz), 4.277(2H,s), 4.843(2H,s), 5.567 
(2H,s), 7.513(1H,s), 7.861 (1 H,d,J=2.4Hz), 8.154(1H,s), 8.207(1 H,q,J=4.4Hz), 8.559(1H,s), 9.248(1H,s), 9.559(1H,s), 
1 0.001 (1H,s), 1 0.227(1 H,s). 

Example 572 

1-(3-te^Butyl-4-hydroxy-5-methylamm^ 
ethanone hydrochloride 

[1481] 1 H-NMR(DMSO-d6)5: 

1.298(3H,t,J=6.8Hz), 1 .385(3H f t t J=6.8Hz), 1.396(9H,s), 2.575(3H,s), 4.101 (2H,q l J=6.8Hz), 4.201 (2H,q,J=6.8Hz), 
4.269(2H,s), 4.798(2H,s), 5.519(2H,s), 7.321 (1H,s), 7.852(1 H,d,J=1 .6Hz), 8.092(1 H,s), 9.080(1 H,s), 9.494(1 H,s), 
10.179(1H,s). 
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Example 573 

Ethyl N-{2-tert-butyl-4-[2-(5-ethoxy-1-imino-6-m 
hydrobromide 

[1482] 1H-NMR(DMSO-d6)5: 

1.16(3H,t J J=6.8Hz) > 1.33(9H,s), 1 .40(3H,t,J=6.8Hz), 2.56(2H, d, J=5. 6Hz), 2.58 (3H, d, J=5.6Hz), 2.80(3H,d ( 
J=6.4Hz), 4.04(2H,q > J=6.8Hz) > 4.25(2H,q,J=6.8Hz), 4.85(2H,s), 5.56(2H,s), 7.29(1 H,d,J=8.4Hz), 7.53(1 H,s), 7.84(1 H, 
d,J=8.4Hz), 7.98(1 H,s), 8.19(1 H,q,J=5.2Hz), 8.56((1H,s), 9.44(1 H,s), 9.98(1 H.brs). 
MS:m/e(ESI)551.4(MH+) 

Example 574 

Ethyl N-{2-fert-butyl-4-[2-(5-ethoxy-1 -imino-6- methylcarbamoyl-1 ^'dihydro-isoindol^-yQ-acetyU-phenyll-N-methyl- 
succinate hydrobromide 

[1483] 1H-NMR(DMSO-d6)5: 

1.13(3H,t,J=7.2Hz), 1.35(9H,s), 1 .40(3H,t,J=7.2Hz), 2.13-2.22(4H,m) p 2.81(3H,d,J=4.4Hz), 3.08(3H,s), 3.98(2H,q, 
J=7.2Hz), 4.26(2H,q,J=7.2Hz), 4.13 (2H, s) , 5.49(3H,s), 7.23(1 H,d,J=8.8Hz), 7.51(1H,s), 7.94(1 H,d,J=8.8Hz), 
8.1 7-8.21 (2H,m), 8.52(1 H,brs). 

Example 575 

1-(3,5-Di-fe/t-butyl-4-hydroxy-phenyl)-2-(3-eth^ 
ethanone hydrobromide 

[1484] 1H-NMR(DMSO-d6)S: 

1.40(3H,t,J=8.0Hz), 1.41(18H,s), 4.03(3H,s), 4.1 8(2H,q,J=8.0Hz), 4.73(2H,s), 5.45(2H,s), 7.68(1H,s), 7.73(2H,s). 
Example 576 

1 -(3-terf-Butyl-4-(pyrrolidin-1 -yl)-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone 
hydrobromide 

[1485] 1H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=7.2Hz), 1 .38(3H,t,J=7.2Hz), 1 .42(9H,s), 1 .88-1 .95(4H,m), 2.90-2.98(4H,m), 4.11 (2H,q,J=7.2Hz) t 4.20(2H, 
q,J=7.2Hz), 4.79(2H,s), 5.45(2H,s), 7.32(1 H,s), 7.65(1 H,d,J=8.4Hz), 7.88(dd,J=8.4,2.0Hz), 7.92(1 H,d,J=2.0Hz). 

Example 577 

ter/-Butyl {2-tert-butyl-4-[2-(5 > 6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)"acetyl]-phenylamino}-acetate 
hydrobromide 

[1486] 1 H-NMR(DMSO-d6)S: 

1.28(3H,t,J=7.2Hz), 1 .39(3H,t,J=7.2Hz), 1.40(18H,s), 4.05(2H,d,J=6.0Hz), 4.11 (2H,q,J=7.2Hz) J 4.20(2H l q,J=7.2Hz), 
4.75(2H,s), 5.36(2H,s), 5.87(1 H,t,J-6.0Hz), 6.53(1 H,d,J=8.4Hz), 7.30(1 H,s), 7.71 (1 H.dd.J^^.OHz), 7.77(1 H,d, 
J=2.0Hz). 

Example 578 

{2-tert-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1-im^ acid 
hydrochloride 

[1487] 1H-NMR(DMSO-d6)S: 

1 .28(3H,t,J=7.2Hz), 1 .40(3H > t,J=7.2Hz), 1 .40(9H,s), 4.09(2H,brs), 4.1 1 (2H,q ) J=7.2Hz), 4.20(2H,q, J=7.2Hz), 4.78(2H, 
s), 5.38(2H,s), 6.57(1 H,d,J=8.8Hz), 7.32(1 H,brs), 7.72(1 H,dd,J=8.8,2.0Hz), 8.48-9.03(1 H,m), 9.30-9.35(1 H,m). 
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Example 579 

1 -(S-tert-Butyl^-methyl-S^-dihydro^H-benzoM ,4]oxazin-6-yl)-2-(5-ethoxy-7-fluoro-1 -imino-6-methoxy-1 ,3-dihydro- 
isoindol-2-yl)-ethanone hydrobromide 

[1488] 1H-MMR(DMSO-d6)5: 

1 .36(9H,s), 1 .42(3H,t,J=6.8Hz), 2.92(3H,s), 3.89(3H,s), 4.24(2H,q, J=6.8Hz), 4.36(2H,t,J=4.4Hz), 4.80(2H,s), 5.46(2H, 
s), 7.17(1H,s), 7.28(1H,s), 7.35(1H,s), 9.08(1H,s), 9.26(1H,s). 

Example 580 

2-[2-(8-tert-Butyl-4HTiethyl-3,4-dihydro-2H^ 

2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 
[1489] 1H-NMR(DMSO-d6)5: 

1.34(3H,t,J=6.8Hz), 1.37(9H,s), 2.84(3H,d,J=4.8Hz), 2.93(3H,s), 4.32(2H,q,J=6,8Hz), 4.36(2H,t,4.4Hz), 5.01 (2H,s), 
5.49(2H,s), 7.19(1H,d,J=2.0Hz), 7.29(1 H,d,J=2.0Hz), 8.30(1 H,s), 8.41 (1 H,q,J=4.8Hz), 9.47(1 H,s) 1 1 0.02(1 H,s). 

Example 581 

2^2-(3-Dimethylamino-4-hydroxy-phenyl)-2 acid 
methylamide hydrochloride 

[1490] 1H-NMR(DMSO-d6)S: 

1.43 (3H, t, J=6. 8Hz) , 2.84(3H, d, J=4.4Hz), 3.10 (6H, s) , 4.29(2H,q,J=6.8Hz), 4.87(2H,s), 5.54(2H,s), 7.25(1 H,d ( 
J=8.4Hz), 7.55(1H,s), 7.93(1H,m), 8.23(2H,m), 8.58(1H,S), 9.46(1H,s), 9.95(1H t s). 

Example 582 

1-(3 > 5-Di-ter/-butyl-4-hydroxy-phenyl)-2-(7-fluoro-1 imino-5-isopropoxy-6-methoxy-1 ^-dihydro-isoindol^-yl)- 
ethanone hydrobromide 

[1491] 1H-NMR(DMSO-d6)5: 

1.34(6H,d,J=6.0Hz), 1.40(18H,s) J 3.B5(3H,s),4.74-4.85(3H,m) l 5.47(2H,s), 7.36(1 H,s), 7.75(2H,s). 
Example 583 

{2-tert-Butyl-4-[2-(7-fluoro-1-imino-^ acid 
hydrochloride 

[1492] 1 H-NMR(DMSO-d6)5: 

1.34(6H,d,J=6.0Hz), 1.39(9H,s), 3.84(3H,s), 4.72-4.85(3H,m), 4.88(2H p s), 5.45(2H,s), 7.07(1 H,d,J=7.9Hz), 7.82-7.92 
(2H,m). 

MS:m/e(ESI)487.2(MH+) 
Example 584 

{8-tert-Butyl-6-[2-(5-ethoxy-7-fluoro-lH^ 
oxazin-4-yl}-acetic acid hydrochloride 

[1 493] 1 H-NM R(DMSO-d6)5: 

1.34(9H,s), 1.38(3H,t,J=7.0Hz), 3.48(2H,brs), 3.86(3H,s), 4.14(2H,s), 4.20(2H,q,J=7.0Hz) t 4.28(2H,brs), 4.76(2H,s), 
5.44(2H,S), 7.03(1 H,s), 7.23(1 H,s), 7.32(1 H,s), 9.03(1 H.brs). 
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Example 585 

{8-tert-Butyl-6-[2-(7-f luoro-1 -imino-6-methoxy-5- propoxy-1 ^-dihydro-isoindol^-yQ-acetyll^S-dihydro-benzon ,4] 
oxazin-4-yl}-acetic acid hydrochloride 

[1 494] 1 H-NM R(DMSO-d6)8: 

0.98(3H,t,J=7.6Hz), 1.34(9H,s), 1 .74-1 .85(2H,m), 3.48(2H,brt l J=4.3Hz), 3.86(3H,s), 4.08-4.1 8(4H,m), 4.28(2H,brt > 
J=4.3Hz), 4.77(2H,s), 5.44(2H,s), 7.04(1 H,s), 7.23(1 H,s), 7.32(1 H,s), 9.03(1 H.brs). 

Example 586 

1-(8-tert-Butyl-4-ethyl-3,4-dihydro-2H-benzo[1,4]o^ 
6-yl)-ethanone hydrobromide 

[1 495] 1 H-NM R(DMSO-d6)5: 

1.09(3H,t,J=7.0Hz) > 1.30(3H,t,J=7.6Hz) J 1.34(9H,s), 2.94(2H,q,J=7.6Hz), 3.35(2H,t,J=4.4Hz), 3.40(2H,q,J=7.0Hz), 
4.27(2H,t ) J=4.4Hz) > 4.84(2H,s), 5.52(2H,s), 7.19(1H,s), 7.21(1H,s), 7.72(1 H,d,J=8.0Hz), 8.17(1 H,d,J=8.0Hz). 
MS:m/e(ESI)421.2(MH+) 

Example 587 

1-(8-te/t-Butyl-4-propyl-3 ) 4-dihydro-2H-benzo[1,4]oxazin-6-yl)-2-(2-ethyl-7-imino-57-dihydro-pyrrolo[3 t 4-b^ 
6-yl)-ethanone hydrobromide 

[1 496] 1 H-NM R(DMSO-d6)5: 

0.90(3H,t,J=7.2Hz), 1 .30(3H,t,J=7.6Hz), 1.34(9H,s), 1 .52-1 .62(2H,m) I 2.94(2H,q,J=7.6Hz) J 3.27(2H,t,J=7.4Hz), 3.38 
(2H,t,J=4.4Hz), 4.25(2H,t,J=4.4Hz), 4.84(2H,s), 5.54(2H,s), 7.15(1H l d,J=2.0Hz), 7.21 (1 H,d,J=2.0Hz), 7.72(1 H,d, 
J=8.0Hz), 8.17(1H,d,J=8.0Hz). 
MS:m/e(ESI)435.2(MH+) 

Example 588 

1-{3-tertButyl-5-[2-(2-ethyl-7-imino-5,7-dih^ 
hydrobromide 

[1 497] 1 H-NM R(DMSO-d6)5: 

1 .26(3H,t,J=7.2Hz), 1 .34(9H,s), 1 .68(4H,br), 2.32(2H,br), 2.86(2H,q,J=7.2Hz), 3.25-3.40(2H,mr), 4.40(2H,s), 4.53(2H, 

s), 5.12(2H,s), 7.48(1 H,d,J=8.0Hz), 7.77(1H,br), 7.82(1H,br), 7.96(1 H,d,J=8.0Hz). 

MS:m/e(ESI)463.2(MH+) 

Example 589 

N-{3-/e^Butyl-5-[2-(2-ethyl-7-lmlno-5J-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-2-hydroxy-benzyl}-N-methyl- 
acetamide trifluoroacetate 

[1498] 1H-NMR(DMSO-d6)8: 

1.30(3H J t,J=7.6Hz) > 1 .37(9H,s), 2.11(3H,s), 2.94(2H,q,J=7.6Hz), 3.10(3H,s), 4.48(2H,s), 4.86{2H,s), 5.51 (2H,s), 7.73 
(1H,d ( J=8.2Hz), 7.81(1H,d,J=2.0Hz), 7.90(1 H,d,J=2.0Hz), 8.17(1 H,d ( J=8.2Hz), 9.52(1H,s), 9.85(1H,s), 11.28(1H,s). 
MS:m/e(ESI)437.2(MH+) 

Example 590 

{2-[(Acetyl-methyl-amino)-methyl]-6-te^ 
phenoxy}-acetic acid trifluoroacetate 

[1 499] 1 H-NM R(DMSO-d6)5: 

1.31(3H,t,J=7.6Hz), 1.40,1. 41 (9H,each s), 2.02,2.1 0(3H,each s), 2.80,2.94(3H,each s), 2.92-2.97(2H,m), 4.49,4.52 
(2H,each s), 4.62,4.70(2H,each s) t 4.86,5.55(2H,each s), 7.49,7.53(1 H, each s), 7.74(1 H,d,J=8.0Hz), 7.84,7.89(1 H, 
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each s), 8.18(1 H,d,J=8.0Hz), 9.52(1 H.brs), 9.89(1 H.brs). 
Example 591 

{2-[(Acetyl-methyl-amino)-methyl]-6-ter^^ 
6-yl)-acetyl]-phenoxy}-acetic acid trifluoroacetate 

[1 500] 1 H-NMR(DMSO-d6)8: 

1.39(3H,t,J=6.8Hz), 1.40(9H,s), 2.01 ,2.09(3H,each s), 2.31 (3H,s), 2. 58, 2. 79 (3 H, each s), 2.93,3.1 4(3H,each s), 3.98 
(2H,q,J=7.2Hz), 4.48,4.52(2H,each s), 4.61 ,4.69(2H,each s), 4.82(2H.s), 5.52,5.54(2H,each s), 7.47,7.51 (1H,each d, 
J=2.0Hz), 7.83,7.88(1 H.each d,J=2.0Hz), 9.43(1 H,s), 9.88(1 H,s). 

Example 592 

{8-tert-Butyl-6-[2-(2-cyclopropyl-7-im^ benzo[1 ,4]oxazin- 

4- yl}-acetic acid hydrochloride 

[1 501 ] 1 H-NM R(DMSO-d6)S: 

1.00-1.19(4H,m), 1 .35(9H,s), 2.23-2.36(1 H.m), 4.14(2H,s), 4.20-4.37(2H,m), 4.80(2H,s), 5.49(2H,s), 7.04(1 H,s), 7.25 

(1H,s), 7.70(1 H i d,J=8.4Hz) l 8.07(1 H,d,J=8.4Hz), 9.52(1 H.brs), 9.58-9.63(1 H,m). 

MS:m/e(ESI)463.2(MH+) 

Example 593 

6-Ethoxy-3-imino-2-[2-oxo-2-(1,2,3,3-tetramethy^ 

5- carboxylic acid methylamide hydrobromide 

[1 502] 1 H-NM R(DMSO-d6)5: 

1.02(3H ! s), 1.15(3H,d,J=6.4Hz), 1.27(3H,s), 1 .41 (3H,t,J=7.2Hz) ) 2.80(3H,s), 2.82(3H,d,J=4.8Hz), 
J=3.4Hz), 4.27(2H,q,J=7.2Hz), 4.82(2H,s), 5.35(2H,s), 6.60(1 H,d,J=8.4Hz), 7.52(1 H,s), 7.60(1 H,s), 
J=8.4Hz), 8.20(1 H,d,J=4.8Hz), 8.55(1 H.brs). 
MS:m/e(ESI)449.2(MH+)2 

Example 594 

2-[2-(5-tert-Butyl-furan-3-yl)-2-oxo-ethyl]-6-et^^ acid methylamide 

hydrobromide 

[1503] 1 H-NMR(DMSO-d6)5: 

1.28(9H,s), 1.43(3H,t,J=7.2Hz), 2.84(3H,d,J=4.4Hz), 4.29(2H,q,J=7.2Hz), 4.86(2H,s), 5.24(2H,s), 6.48(1 H.d, 
J=0.8Hz), 7.54(1 H,s), 8.22(1 H,m), 8.58(1 H,s), 8.63(1 H,d,J=0.8Hz). 

Example 595 

{2,6-Di-ferf-butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ^-dihydro-isoindol^-ylj-acetyll-phenoxyl-acetic acid 
hydrochloride 

[1504] 1 H-NMR(DMSO-d6)5: 

1.39-1.42(3H,m), 1 .404(18H,s), 2.81 8(3H ( d ( J=4.4Hz), 4.266(2H,s), 4.272(2H,q,J=6.8Hz), 4.847(2H,s), 5.572(2H,s), 
7.534(1H,s), 7.891(2H,s), 8.214(1 H,q,J=4.4Hz), 8.554(1H,s), 9.309(1H,s), 9.309(1H,s), 9.913(1H,s). 

Example 596 

{2,6-Di-fe/t-butyl-4-[2-(5,6-diethoxy-7-fluoro-1-imino-1,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy]-acetic acid 
hydrochloride 

[1505] 1 H-NMR(DMSO-d6)5: 

1.285(3H,t l J=6.8Hz), 1 .34-1 .45(21 H,s), 4.1 10(2H,q,J=6.8Hz) J 4.209(2H,q,J=6.8Hz), 4.262(2H,s), 4.796(2H,s), 5.555 
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(2H,s), 7.333(1 H,s) t 7.878(2H,s), 9.085(11-1,8), 9.412(1 H,s). 
Example 597 

1 -{3-[2-(5-Ethoxy-1 -imino-6-methylcarbamoyl-1 .S-dihydro-isoindol^-yQ-acetyll-phenyll-cyclopentanecarboxylic acid 
hydrochloride 

[1506] 1H-NMR(DMSO-d6)5: 

1.386(3H,t,J=6.8Hz), 1 .50-1 .77(6H,m), 2.37-2.50(2H,m), 2.806(3H,d,J=4.4Hz), 4.256(2H,q,J=6.8Hz), 4.919(2H,s), 
4.97-5.04(1 H,m), 7.15-7.42(4H,m), 7.478(1 H,s), 8.14-8.21 (1 H,m), 8.534(1 H,s). 

Example 598 

1 -{3-[2-(5,6-Diethoxy-7-fluoro-1 -imino-1 .S-dihydro-isoindoi^-yQ-acetyll-pheny^-cyctopentanecarboxylic acid 
hydrochloride 

[1507] 1H-NMR(DMSO-d6)8: 

1.264(3H,t,J=6.8Hz), 1 .379(3H,t,J=6.8Hz), 1 .55-1 .77(6H,m), 2.43-2.50(2H,m), 4.075(2H,q,J=6.8Hz), 4.188(2H,q, 
J=6.8Hz), 4.879(2H,s), 4.95-5.02(1 H,m), 7.23-7.40(5H,m). 

Example 599 

Ethyl 1 -{3-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl}- 
cyclopentanecarboxylate hydrobromide 

[1508] 1 H-NMR(DMSO-d6)5: 

1 .079(3H,t,J=7.2Hz), 1 .408(3H,t,J=6.8Hz), 1 .60-1 .74(4H,m), 1 .83-1 .94(2H,m) f 2.52-2.60(2H J m), 2.821 (3H,d, 
J=4.4Hz), 4.016(2H,q,J=7.2Hz), 4.276(2H,q,J=6.8Hz), 4.871(2H,s), 5.520(2H,s), 7.52-7. 72 (2H, m) , 7.884(1H,s), 
7.924(1 H,d,J=7.6Hz), 8.215(1 H,q,J=4.4Hz), 8.554(1H,s). 

Example 600 

Ethyl 1 -{3-C2-(5 > 6-diethoxy-7-fluoro-1 -imino-1 .S-dihydro-isoindol^-yQ-acetyll-phenyl}- cyclopentanecarboxylate 
hydrobromide 

[1 509] 1 H-NM R(DMSO-d6)5: 

1 .079(3H,t,J=7.2Hz), 1 .287(3H l t,J=6.8Hz) l 1 .393(3H,t ) J=6.8Hz), 1 .60-1 .74(4H,m), 1 .84-1 .94(2H 1 m), 2.52-2.60(2H,m), 
4.016(2H,q,J=6.8Hz), 4.113(2H,q,J=7.2Hz), 4.211(2H,q,J=6.8Hz), 4.82,2(2H,s) > 5.504(2h,s), 7.339(1H,s), 7.582(1H, 
t,J=8.0Hz), 7.691 (1H,d,J=8.0Hz), 7.877(1H,s), 7.911(1H,d,J=7.6Hz). 

Example 601 

6-Ethoxy-3-imino-2-[2-oxo-2-(1 t 3,3-trimethyl-2 > 3-dihydro-1H-indol-5-yl)-ethyl1-2 > 3-dihydro-1H-isom 
acid methylamide hydrobromide 

[1510] 1 H-NMR(DMSO-d6)5: 

1.27(6H,s), 1.41(3H,t l J=7.2Hz), 2.82(3H,d,J=4.8Hz), 2.86(3H,s), 3.28{2H,s), 4.28(2H,q,J=7.2Hz), 4.81 (2H,s), 5.32 
(2H.s), 6.57(1 H,d,J=8.0Hz), 7.51(1H,s), 7.59(1H,s), 7.76(1 H,d,J=8.0Hz), 8.17-8.23(1H,m), 8.54(1 H,s), 9.16(1 H,brs), 
9.72(1 H.brs). 

Example 602 

1-[3-ferf-Butyl-4-(2H-tetrazol-5-ylmethoxy)-phenyl]-2-(5,6-diethoxy-7-fluoro-1 -imino-1, 3-dihydro-isoindol-2-yl)- 
ethanone hydrochloride 

[151 1] 1 H-NMR(DMSO-d6)8: 

1.26-1 .43(1 5H,m), 4.11(2H,q t J=7.2Hz), 4.21(2H,q,J=7.2Hz), 4.80(2H,s), 5.46(2H,s), 5.63(2H,s), 6.94-7.06(1 H,m), 
7.31-7.45(3H,m), 9.04(1 H.brs), 9.33(1 H.brs). 
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MS:m/e(ESI)511.2(MH+) 
Example 603 

2-[2-(8-tertButyl-4-cart3amoylmethyl-3,4-dih^ 

2 > 3-dihydro-1H-isoindole-5-carboxylic acid methyl amide hydrobromide 
[1512] 1H-NMR(DMSO-d6)5: 

1.34(3H,t,J=7.2Hz), 1.38(9H,s), 2.84(3H,d,J=4.4Hz), 3.51 (2H J t,J=4.4Hz) > 3.90(2H,s), 4.31 (2H,q,J=7.2Hz), 4.34(2H,t, 
J=4.4Hz), 5.00(2H > s), 5.46(2H,s), 7.01(1H,s), 7.13(1H,s), 7.27(1H,s), 7.52(1H,s), 8.30(11-1,8), 8.41 (1H,q,J=4.4Hz), 
9.47(1 H,s), 1 0.02(1 H,s). 

Example 604 

2^8-tertButyl-6-[2-(5,6-diethoxy-7-fluoro-1-im^ 

4- yl}-acetamide hydrobromide 

[1513] 1H-NMR(DMSO-d6)S: 

1.31(3H,t,J=6.8Hz), 1.38(9H,s), 1 .41 (3H,t,J=6.8Hz), 3.51 (2H,t t J=4.4Hz), 3.90(2H,s), 4.13(2H.q.J=6.8Hz), 4.22(2H,q, 
J=6.8Hz), 4.34(2H,J=4.4Hz), 4.79(2H,s), 5.43(2H,s), 7.00(1 H.d,J=2.0Hz), 7.13(1H,s), 7.26(1 H,d,J=2,0Hz), 7.34(1H, 
s), 7.51(1H,S), 9.02(1H,s), 9.35(1H,s). 

Example 605 

2-[2-(3,5-DI-ferf-butyl-4-hydroxy-phenyl)-ethyl]-6- ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-carboxylic acid 
methylamide hydrochloride 

[1514] 1 H-NMR(DMSO-d6)5: 

1.29(18H,s), 1.41(3H,t,J=7.2Hz), 2.83(3H,d,J=4.4Hz), 2.90(2H,t,J=7.2Hz), 3.93(2H,t,J=7.2Hz), 4.27(2H,q,J=7.2Hz), 
4.75(2H,s), 6.81(1H,s), 6.92(2H,s) ) 7.47(1H,s), 8.18(1H,q,J=4.4Hz), 8.56(1H,s), 9.17(1H,s), 9.71(1H,s). 

Example 606 

1- [8-fert-Butyl-4-(3-hydroxy-propyl)-3,4-dihydro-2H^^ 
[3,4-b]pyridin-6-yl)-ethanone hydrochloride 

[1 51 5] 1H-NM R(DMSO-d6)5: 

1.31(3H,t,J=7.4Hz), 1.34(9H,s), 1.71(2H,m), 2.94(2H,q,J=7.4Hz), 3.26-3.72(6H,m), 4.26(2H,t,J=4.8Hz), 4.85(2H,s), 

5.53(2H,s), 7.21(2H,s), 7.73(1 H,d,J=8.0Hz), 8.17(1 H,d,J=8.0Hz), 9.55{1H,s), 9.85(1H,s). 

MS:m/e(ESI)451 

Example 607 

2- {2-[8-tert-Buryl-4-(3-hydroxy-propyl)-3,4-dihydro^^ 
2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrochloride 

[1 51 6] 1 H-NM R(DMSO-d6)5: 

0.90(3H J t,J=7.2Hz) l 1 .30(3H,t,J=7.6Hz), 1.34(9H,s), 1 .52-1 .62(2H,m), 2.94(2H,q,J=7.6Hz) l 3.27(2H,t,J=7.4Hz), 3.38 
(2H,t l J=4.4Hz) > 4.25(2H,t,J=4.4Hz), 4.84(2H,s), 5.54(2H,s), 7.15(1H,d,J=2.0Hz) > 7.21 (1 H.d.J^.OHz), 7.72(1H,d, 
J=8.0Hz), 8.17(1H,d,J=8.0Hz). 

Example 608 

e-Ethoxy-S-imino^-^-oxo^-tl^^-trimethyl^-oxo-l ^.S^-tetrahydro-quinolin-e-yQ-ethyll^^-dihydro-IH-isoindole- 

5- carboxylic acid methylamide hydrobromide 

[1 51 7] 1 H-NM R(DMSO-d6)5: 

1.27(6H,s), 1.41(3H,t,J=7.2Hz), 2.54(2H,s), 2.82(3H,d,J=4.8Hz), 3.29(2H,s), 4.28(2H,q J J=7.2Hz), 4.86(2H,s), 5.49 
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(2H,s), 7.32(1 H,d,J=8.0Hz), 7.54(1 H,s), 7.89(11-1,3), 7.95(1 H,d,J=8.0Hz), 8.18-8.24(1 H,m), 8.56(1 H,s), 9.24(1 H.brs), 
9.86(1 H,brs). 

Example 609 

{2-[(Acetyl-methyl-amino)-methyl]-6-te/^ 
phenoxy}-acetic acid trifluoroacetate 

[1518] 1H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=6.8Hz), 1.39(12H,s), 2.01 ,2.1 0(3H,each s), 2.80,2,94(3H,each s), 4.11 ,4.22(2H,each brd,J=6.8Hz), 
4.48,4.52(2H, each s) , 4.61 ,4.69(2H, each s), 4.80(2H,s), 5.47(2H,s), 7.33(1 H,s), 7.48,7.51 (1 H,each s), 7.83,7.87(1 H, 
each s), 9.06(1 H,s), 9.32(1 H,s). 
MS:m/e(ESI)572.3(MH+) 

Example 610 

Methyl {2-[(acetyl-methyl-amino)-methyl]-6-feft-butyl-4'[2'(5 > 6-diethoxy-7-fluoro-1-imino-1 t 3-dihydro-isoindol-2-yl)- 
acetyl]-phenoxy}-acetate trifluoroacetate 

[1519] 1H-NMR(DMSO-d6)8: 

1.29(3Ht,J=6.8Hz), 1.39(12H,s), 2.01 ,2.09(3H, each s ), 2.80,2.94(3H,each s), 3.75,3.77(3H,each s), 4.11(2H,q, 
J=7.2Hz), 4.21(2H,q,J=7.2Hz), 4.06(2H,s), 4.64,4.68(2H,each s), 4.79(2H,s), 5.47(2H,s), 7.33(1 H,s), 7.47,7.52(1 H, 
each s), 7.83,7.87(1 H,each d,J=2.0Hz), 9.06(1 H.each s). 
MS:m/e (ESI) 586.4 (MH+) 

Example 611 

2-[2-(7-fert-Butyl-2-cyanoamino-benzoxazol-5^ 
5-carboxylic acid methylamide trifluoroacetate 

[1520] 1H-NMR(DMSO-d6)5: 

1.08(3H,t,J=7Hz), 1.44(9H,s), 2.84(3H,d,J=5Hz), 4.28(2H,q,J=7Hz), 4.84(2H,s), 5.52(2H,s), 5.55(1 H,q,J=5Hz), 7.54 
(1H,s), 7.64(1 H,s), 8.21 (1H,s), 8.56(1 H,s). 

Example 612 

{8-ter^-Butyl-6-[2-(3-ethoxy-7-imino-2-methylcarbamoyl"5 t 7-dihydro-pyrrolo[3,4-b]pyridin-6' yl)-acetyl]-2,3-dihydro- 
benzo[1 ,4]oxazin-4-yl)-acetic acid hydrochloride 

[1521] 1H-NMR(DMSO-d6)5: 

1.28-1.42(12H l m),2.78(3H,d,J=4.5Hz) l 3.48(2H,brt,J=4.5Hz) l 4.15(2H,s) ( 4.24(2H,q,J=7.0Hz), 4.30(2H,brt,J=4.5Hz), 
4.85(2H,s), 5.49(2H,s), 7.03(1 H,s), 7.25(1 H,s), 7.98(1 H,s), 8.54(qH,brq,J=4.5Hz), 9.48(1 H,brd, J=7.0Hz), 9.93(1 H.brd, 
J=7.0Hz). 

Example 613 

1-(3,5-Di-terf-butyl-4-hydroxy-phenyl)-2-(6-ethoxy-7-fluoro-1-imino-5-methoxy-1 ,3-dihydro-isoindol-2-yl)-ethanone 
hydrobromide 

[1 522] 1 H-NM R(DMSO-d6)5: 

1 .28(3H,t,J=7.0Hz), 1 .41 (1 8H,s), 3.95(3H,s), 4.1 0(2H,q.J=7.0Hz), 4.79(2H t s), 5.48(2H,s), 7.36(1 H,s), 7.77(2H,s), 8.07 
(1H,brs), 9.06(1 H.brs), 9.28(1 H.brs). 
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Example 614 

Methyl {8-tert-butyl-6-[2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2,3-dihydro-benzo[1 ,4] 
oxazin-4-yl}-acetate hydrobromide 

[1523] 1 H-NMR(DMSO-d6)S: 

1.35(9H,s), 3.49(2H,brs), 3.64(3H,s), 3.86(3H,s), 3.95(3H,s), 4.25-4.34(3H J m), 4.78(2H,s), 5.40(2H,s), 7.03(1 H,s), 

7.24(1 H,s), 7.35(1 H,s). 

MS:m/e(ESI)514.3(MH+) 

Example 615 

2-{8-fe^Butyl-6-[2-(3-ethoxy-7-imino-2,4-dimefo^^ 
[1 ,4]oxazin-4-yl}-acetamide hydrobromide 

[1524] 1 H-NMR(DMSO-d6)S: 

1.38(9H,s), 1.41(3H,t,J=6.4Hz), 2.33(3H,s) t 2.60(3H,s), 3.51 (2H,s), 3.90(2H,s), 4.00(2H,q,J=6.4Hz), 4.35(2H,s), 4.83 
(2H,s), 5.48(2H,s), 7.01 (1H,s), 7.13(1H,s), 7.27(11-1,8), 7.51 (1H.S), 9.40(1 H,s), 9.81 (1H,s). 

Example 61 6 

{3-fe/t-Butyl-5-[2-(5 ) 6-diethoxy-7-fluoro-1-imino-1 l 3-dihydro-isolndol-2-yi)-acetyl)-2-hydroxy-^ 
ditrifluoroacetate 

[1525] 1 H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=7.2Hz), 1 .38(3H,t,J=7.2Hz), 1 .41 (9H,s), 3.79(2H,brs), 4.1 2(2H,q,J=7.2Hz), 4.23(2H,q,J=7.2Hz), 4.25(2H, 
s), 4.80(2H,s), 5.43(2H,s), 7.33(1 H,s), 7.84(1 H,s), 7.91 (1H,s), 9.07(1 H,s), 9.37(1 H,s). 

Example 617 

{6-[2-(5-Ethoxy-1-imino-6-methylcarbamoyl-1 .S-dihydro-isoindol^-yQ-acetyll^^-dimethyl^-oxo-S^-dihydro^H- 
quinolin-1-yl}-acetic acid hydrochloride 

[1526] 1H-NMR(DMSO-d6)5: 

1.32(6H,s), 1.42(3H,t,J=7.2Hz), 2.57(2H,s), 2.82(3H,d,J=4.8Hz), 4.28(2H,q,J=7.2Hz), 4.77(2H,s), 4.87(2H,s), 5.49 
(2H,s), 7.25(1 H,d,J=8.0Hz), 7.54(1H,s), 7.87-7.94(2H,m), 8.17-8.25(1 H,m), 8.57(1H,s), 9.26(1 H.brs), 9.87(1 H.brs). 
MS:m/e(ESI)507.3(MH+) 

Example 618 

1 -(5-terf-Butyl-furan-3-yl)-2-(4-ethoxy-7-f luoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1527] 1H-NMR(DMSO-d6)5: 

1.29(9H,s), 1.35(3H,t,J=7.2H2), 4.20(2H,q,J=7.2Hz), 4.83(2H,s), 5.22(2H,s), 6.48(1 H l d,J=0.4Hz), 7.41-7.54 (2H,m) , 
8.61 (1H,d, J=0.4Hz). 

Example 619 

1 -(5-terf-Butyl-furan-3-yl)-2-(5 ) 6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1528] 1 H-NMR(DMSO-d6)5: 

1 .29(9H,s), 1 .31 (3H,t,J=7.2Hz), 1 .42(3H,t,J=7.2Hz), 4.1 3(2H I q,J=7.2Hz), 4.23(2H,q,J=7.2Hz), 4.82(2H,s), 5.22(2H,s), 
6.48(1 H,d,J=0.8Hz), 7.34(1H,s), 8.60(1 H,d,J=0.8Hz), 9.10(1H,s), 9.41(1H,s). 
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Example 620 

2-[2-(3-tertButyl-4-hydroxy-5MSopropo 
5-carboxylic acid methylamide hydrobromide 

[1529] 1H-NMR(DMSO-d6)8: 

1.33(6H,d,J=6.0Hz), 1.41(9H,s), 1 .44(3H,t,J=7.2Hz), 2.85(3H > d,J=4.4Hz), 4.30(2H,q,J=7.2Hz), 4.67(1 H,m), 4.86(2H, 
s), 5.48(2H,s), 7.49(1 H,s), 7.52(1 H,s), 7.55(1 H,s), 8.22(1 H,m), 8.59(1 H,s), 9.24(1 H,s), 9.87(1 H,s). 

Example 621 

2-[2-(3-tert-Butyl-5-cyclopentyloxy-4-hydroxy-ph 

5- carboxylic acid methylamide hydrobromide 

[1530] 1H-NMR(DMSO-d6)5: 

1.41(9H,s), 1.44(3H,t,J=7.2Hz), 1.58(2H,m), 1 .73-2.00(6H,m), 2.85(3H,d,J=4.4Hz) l 4.30(2H,q,J=7.2Hz), 4.86(2H,s), 
4.87(1 H,m), 5.49(2H,s), 7.40(1 H,s), 7.52(1 H,s), 7.55(11-1,5), 8.22(1 H,m), 8.60(1 H,s), 9.22(1 H,s), 9.86(1 H,s). 

Example 622 

Ethyl {3-ter^utyl-5-[2-(5-ethoxy-1-imino-6-met 
acetate hydrobromide 

[1 531 ] 1 H-NM R(DMSO-d6)8: 

1.167(3H,t,J=6.8Hz), 1.373(9H,s), 1.409(3H,t,J=6.8Hz), 2.822(3H,d,J=4.4Hz), 3.757(3H,s), 3.819(2H,s), 4.102(2H,q, 
J=6.8Hz), 4.277(2H,q,J=6.8Hz), 4.856(2H,s), 5.494(2H,s), 7.536(1H,s), 7.846(1H,s), 8.215(1H,s), 8.204(1H,s), 8.551 
(1H,s). 

Example 623 

Ethyl {3-ferf-butyl-5-[2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxy phenyl}-acetate 
hydrobromide 

[1 532] 1 H-NM R(DMSO-d6)5: 

1 .1 64(3H,t,J=6.8Hz), 1 .285(3h,t,J=6.8Hz), 1 .370(9H,s), 1 .391 (3H,t,J=7.2Hz), 3.753(3H,s), 3.81 7(2H,s), 4.06-4.14(4H, 
m), 4.207(2H,q,J=7.2Hz), 4.803(2H,s), 5.469(2H,s), 7.344(1 H,s), 7.832(2H,s). 

Example 624 

6- [2-(8-fe/t-Butyl-4-methyl-3 > 4-dihydro-2H-benzo[1 ) 4]oxazin-6-yl)-2-oxo-ethyl]-3-ethoxy-7-imino-6,7-dihydro-5H 
pyrrolo[3,4-b]pyridine-2-carboxync acid methylamide hydrochloride 

[1533] 1H-NMR(DMSO-d6)5: 

1.36(9H,s), 1.38(3H,t,J=6.8Hz), 2.79(3H,d,J=4.0Hz), 2.93(3H,s), 3.33(2H,s), 4.26(2H,q J J=6.8Hz), 4.36(2H,s), 4.89 
(2H,s), 5.57(2H,s), 7.20(1 H,s), 7.29(1 H,s), 8.01 (1H,s), 8.59(1 H,q,J=4.0Hz), 9.55(1^), 9.97(1 H,s). 

Example 625 

6-[2-(8-fe/t-Butyl-4-carbamoylmethyl-3,4-dihydro-2H-benzo[1 > 4]oxazin-6-yl)-2-oxo-ethyl]-3-ethoxy-7-imino- 
6,7-dihydro-5H-pyrrolo[3 t 4-b]pyridine-2-carboxylic acid methylamide hydrochloride 

[1534] 1H-NMR(DMSO-d6)S: 

1 .38(12H,s), 2.79(3H,d,J=4.8Hz), 3.91 (2H,s), 4.25(2H,q, J=6.8Hz), 4.34(2H, t, J=4.4Hz), 4.89(2H, s), 5.51 (2H,s), 7.02 
(1H,s), 7.14(1H,s), 7.27(1H,s), 7.55(1H,s), 8.00(1 H,s) f 8.57(1 H,q,J=4.8Hz) p 9.52(1 H,s), 9.94(1H,s). 
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Example 626 

{2-fe/t-Butyl-4-[2-(6-cart)amoyl-5-et^ 
acid trifluoroacetate 

[1535] 1 H-NMR(DMSO-d6)8: 

1 .38(91-1,8), 1 .42(3H,t,J=6.8Hz), 1 .83-1 .93 (4H l m), 3.06-3.1 6(4H,m) > 4.27(2H,q,J=6.8Hz), 4.4-0(2H,s), 4.84(2H,s), 5.49 
(2H,s), 7.41 (1H,s), 7.48(1 H,s), 7.54(1 H,s), 7.70(1 H.brs), 7.79(1 H,brs), 8.62(1 H,s), 9.16(1H,brs), 9.84(1 H.brs). 
MS:m/e(ESI)537.3(MH+) 

Example 627 

{2-tert-Butyl-4-[2-(6-dimethylcartoam 
phenoxy}-acetic acid trifluoroacetate 

[1536] 1H-NMR(DMSO-d6)5: 

1 .34(3H,t,J=6.8Hz), 1 .38(9H,s), 1 .84-1 .93(4H,m), 2.78(3H,s), 3.00(3H,s), 3.08-3.1 5(4H,m), 4.22(2H J q,J=6.8Hz), 4.40 
(2H,s), 4.83(2H,s), 5.49(2H,s), 7.42(1H,s), 7.48(1H,s), 7.50(1H,s), 8.03(1H,s), 9.13(1H,brs), 9.69(1 H,brs). 
MS:m/e(ESI)565.4(MH+) 

Example 628 

{2-tert-Butyl-4-[2-(6-ethoxy-7-fluoro-1 -imino-5- methoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}-acetic acid 
hydrochloride 

[1537] 1H-NMR(DMSO-d6)5: 

1 .28(3H,t,J=6.7Hz), 1.40(9H,s), 3.93(3H,s), 4.10(2H,q,J=6.7Hz), 4.80(2H,s), 4.88(2H,s), 5.45(2H,s), 7.06(1H,d, 
J=8.0Hz), 7.34(1 H,s), 7.80-7.92(2H,m), 9.06(1 H.brs), 9.37(1 H.bre). 

Example 629 

Methyl {S-fe/t-butyl-e-^-tS-ethoxy^-imino^-methytcaroamoyl-sy-dihydro-pyrrolotS^-^pyridin-e-yQ-acetyl]- 
2 t 3-dihydro-benzo[1 ,4]oxazin-4-yl}-acetate hydrobromide 

[1 538] 1 H-NM R(DMSO-d6)5: 

1.30-1 .41 (12H,m), 2.77(3H,d,J=4,8Hz), 3.48(2H,brs), 3.64(3H,s), 4.20-4.33(6H,m), 4.86(2H,s), 5.44(2H,s), 7.04(1H, 
s), 7.26(1 H,s), 7.98(1 H,s), 8.52(1 H,q,J=4.8Hz). 

Example 630 

8-fert-Butyl-6-[2-(7-fluoro-1 -imino-5, 6-dimethoxy-1 ) 3-dihydro-isoindol-2-yl)-acetyl]-4-methyl-3,4-dihydro-2H-benzo 
[1,4]oxazine-2-carboxylic acid trifluoroacetate 

[1539] 1H-NMR(DMSO-d6)5: 

1 .38(9H,s), 2.88(3H,s), 3.23-3.42(2H,m), 3.87(3H,s), 3.95(3H,s), 4.79(2H,s), 5.15(1 H,t,J=3.9Hz), 5.45(2H,s), 7.1 7(1 H, 
s), 7.32(1 H,s), 7.35(1H,s). 

Example 631 

fe/7-Butyl (acetyl-{2-rerf-butyl-4-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl}- 
amino)-acetate hydrobromide 

[1540] 1H-NMR(DMSO-d6)5: 

1,32(9^8), 1.42(9H,s), 1.43(3H,t,J=6.8Hz), 1.74(3H,s), 2.82(3H,d,J=4.4Hz), 3.68(1 H,d,J=1 6.8Hz), 4.28(2H,q, 
J=6.8Hz), 4.49(1 H,d,J=16.8Hz), 4.87(2H,s), 5.53(2H,s), 7.54(1 H,s), 7.73(1 H,d,J=8.0Hz), 7.98(1 H,dd,J=8.0,2.0Hz), 
8.15(1H,d,J=2.0Hz), 8.21(1H,q,J=4.4Hz), 8.57(1H,s). 
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Example 632 

(AcetyH2-ter/-butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyt-1 t 3-dihydro-isoindol-2-yl)-acetyl]-phenyl}-amino)- 
acetic acid hydrochloride 

[1541] 1H-NMR(DMSO-d6)5: 

1 .37(9H,s), 1 .41 (3H,t,J=6.8Hz), 1 .73(3H,s), 2.82(3H,d,J=4.4Hz), 3.67(1 H,d,J=1 6.8Hz), 4.28(2H,q, J=6.8Hz), 4.56(1 H, 
d,J=16.8Hz), 4.87(2H,s), 5.58(2H,s), 7.54(1H,s), 7.75(1 H t d ) J=8.0Hz), 7.97(1 H.dd.^S.O^.OHz), 8.17(1 H,d,J=2.0Hz), 
8.21(1H,q,J=4.4Hz), 8.57(1 H,s), 9.34-9.40(1 H,m), 9.90-9.98(1 H,m). 

Example 633 

terf-Butyl ({2-terf-butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl)-methyl- 
amino)-acetate hydrobromide 

[1 542] 1 H-NM R(DMSO-d6)5: 

1.41(3H,t,J=5.2Hz), 1.44(18H,s), 2.59(3H J s), 2.82(3H,d,J-4.8Hz), 3.49(1 H,brs), 4.27(2H,q,J=5.2Hz), 4.84(2H,s), 5.49 
(2H,s), 7.54(1 H,s), 7.64(1 H,d,J=8.4Hz), 7.90(1 H,dd,J=8.4,2.4Hz), 7.94(1 H,d,J=2.4Hz), 8.21 (1 H,q,J=4.8Hz), 8.56(1 H, 
s). 

Example 634 

{2-tert-Butyl-6-diethylamino-4-[2-(5-et 
acetic acid trifluoroacetate 

[1 543] 1 H-NM R(DMSO-d6)5: 

0.95(6H,t,J=7.2Hz), 1.38(9H,s), 1 .41 (3H,t,J=7.2Hz), 2.82(3H,d,J=4.0Hz), 3.11(4H,q,J=7.2Hz), 4.28(2H,q,J=7.2Hz), 
4.73(2H,s), 4.84(2H,s), 5.48(2H,s), 7.54(2H,s), 7.59(1H,s), 8.20(1 H.brs), 8.55(1H,s), 9.17(1 H,brs), 9.84(1 H,brs). 
MS:m/e (ESI) 553.3 (MH+) 

Example 635 

({2-tert-Butyl-4-[2-(5-ethoxy-1-imino-6-methylc^ 
acetic acid hydrochloride 

[1544] 1H-NMR(DMSO-d6)5: 

t.41(3H,t,J=6.8Hz), 1.44(9H,s), 2.62(3H,s), 2.82(3H,s), 3.83(1 H p d,J=8.8Hz), 4.1 7(1 H,d,J=8.8Hz), 4.27(2H,q, 
J=6.8Hz), 4.84(2H,s), 5.54(2H,s), 6.34(1 H,s), 7.66(1 H,d,J=8.0Hz), 7.91 (1 H,dd,J=8.0,1 .6Hz), 7.94(1 H,d,J=1 .6Hz), 
8.56(1 H,s), 9.29-9.33(1 H,m), 9.48-9.92(1 H,m). 

Example 636 

{2-ferr-Butyl-4-[2-(5-dimethylamino-1-imino-6-methylcamamoyl-1,3-dihydro-isoindol-2-yl)-^^ 
phenoxy}-acetic acid trifluoroacetate 

[1545] 1H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.85-1.90(4H,m), 2.77(3H,d,J=4.4Hz), 2.91 (6H,s), 3.07-3.15(4H,m), 4.39(2H,s), 4.73(2H,s), 5.44(2H,s), 
7.17(1H,s), 7.40(1H,s), 7.47(1H,s), 8.06(1H,s), 8.36(1 H,brs), 8.90(1 H,brs), 9.53(1 H,brs). 
MS:m/e(ESI)550.4(MH+) 

Example 637 

2-[2-(3-tert-Butyl-4-hydroxy-5-isopropoxy-phenyQ 
5-carboxylic acid methylamide hydrobromide 

[1546] 1 H-NMR(DMSO-d6)5: 

1 ,33(6H,d ) J=6.0Hz), 1 .41 (9H,s), 2.80(3H,d l J=4.4Hz), 2.94(6H,s), 4.68(1 H,m), 4.76(2H,s), 5.45(2H,s), 7.1 7(1 H,s), 7.48 
(1H,s), 7.52(1H,s), 8.10(1H,s), 8.39(1H,m). 
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Example 638 

2-[2-(4-Acetyl-8-tert-buWl-3 l 4-dihydro-2H-benzo[M 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1 547] 1 H-NM R(DMSO-d6)S: 

1.39(9H,s), 1.43(3H,t,J=6.8Hz), 2.30(3H,s), 2.84(3H,d,J=4.4Hz), 3.91 (2H,t,J=4.8Hz) ) 4.29(2H,q,J=6.8Hz), 4.48(2H,t, 
J=4.8Hz), 4.86(2H,s), 5.45(2H,s), 7.55(1 H,s), 7.67(1 H,s), 8.00(1 H.brs), 8.22(1 H,q,J=4.4Hz), 8.57(1 H,s), 9.22(1 H,s), 
9.84(1 H,s). 

Example 639 

Ethyl {2-tert-butyl-6-diethylamino-4-[2-(5-ethoxy-1^^ 
ph en oxy} -acetate hydrobromide 

[1548] 1H-NMR(DMSO-d6)5: 

0.94(6H,t,J=6.8Hz), 1 .23(3H,t,J=6.8Hz), 1.37(9H,s), 1.41(3H,t,J=6.8Hz), 2.83(3H,d,J=4.8Hz), 3.05-3.1 0(4H,m), 4.17 
(2H,q,J=6.8Hz), 4.27(2H,q,J=6.8Hz), 4.80(2H,s), 4.84(2H,s), 5.53(2H,s), 7.54(1 H,s), 7.55(1 H,s), 7.61 (1 H,s), 8.21 (1 H, 
d,J=4.8Hz), 8.56(1 H,s), 9.29(1 H.brs), 9.90(1 H.brs). 
MS:m/e(ESI)5B1.4(MH+) 

Example 640 

{3-fert-Butyl-5-[2-(5,6-diethoxy-7-fluoro-1-imm^ 
hydrobromide 

[1549] 1H-NMR(DMSO-d6)S: 

1 .29(3H,t,J=7.2Hz), 1 .38(3H ) t,J=7.2Hz) > 1 .41 (9H,s), 3.79(2H,brs), 4.12(2H,q,J=7.2Hz), 4.23(2H,q,J=7.2Hz), 4.25(2H, 
s),4.80(2H,s), 5.43(2H,S), 7.33(1 H,S), 7.84(1 H,s), 7.91 (1H,s), 9.07(1 H,s), 9.37(1 H,s). 

Example 641 

{2-te/t-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ^-dihydro-isoindol^-yQ-acetylj-e-tethyl-methanesulfonyl- 
amino)-phenoxy}-acetic acid trifluoroacetate 

[1550] 1H-NMR(DMSO-d6)S: 

1.05(3H,t t J=6.8Hz) f 1.38(9H,s), 1 .41 (3H,t.J=6.8Hz), 2.82(3H,d,J=4.8Hz), 3.27(3H,s), 4.28(2H l q,J=6.8Hz) j 4.69-4.93 
(6H,m), 5.52(2H,s), 7.55(1 H,s), 7.86(1 H,s), 7.89(1 H,s), 8.21 (1 H,d,J=4.4Hz), 8.56(1 H,s), 9.24(1 H.brs), 9.88(1 H.brs). 
MS:m/e(ESI)603.3(MH+) 

Example 642 

{2-(Acetyl-ethyl-amino)-6-reff-butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 > 3-dihydro-isoindol-2-yQ 
p hen oxy} -acetic acid trifluoroacetate 

[1551] 1H-NMR(DMSO-d6)5: 

1.05(3H,t,J=6.8Hz), 1 .33-1 .43(1 2H,m), 1.89(3H,s), 2.82(3H,d,J=4.8), 2.96-3.1 2(1 H,m), 4.08-4.1 9(1 H,m), 4.28(2H,q, 
J=6.8Hz), 4.48(2H,dd,J=15.2Hz,15.6Hz), 4.86(2H,s), 5.50(2H,s), 7.54(1H,s), 7.81 (1H t s), 7.89(1^8), 8.21(1H,d, 
j=4.4Hz), 8.56(1 H,s), 9.26(1 H.brs), 9.88(1 H.brs). 
MS:m/e(ESI)567.3(MH+) 

Example 643 

{2-(Acetyl-methyl-amino)-6-refl-butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]- 
p hen oxy} -acetic acid trifluoroacetate 

[1 552] 1 H-NM R(DMSO-d6)5: 

1.36-1.43(12H,m), 1.83(3H,s), 2.82(3H,d,J=4.4Hz), 3.15(3H,s), 4.28(2H,q,J=6.8Hz), 4.44(2H,dd,J=1 5.6Hz,15.6Hz), 
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4.85(2H,s), 5.48(2H,s), 7.54(1 H,s), 7.87(1 H,s), 7.95(1 H,s), 8.21 (1 H,d,J=4.4Hz), 8.55(1 H,s), 9.23(1 H.brs), 9.88(1 H, 
brs). 

MS:m/e(ESI)553.3(MH+) 
Example 644 

{2-fert-Butyl-4-[2-(1-imino-6-methylcaroamoyl-5-p^ 
phenoxy}-acetic acid trifluoroacetate 

[1 553] 1 H-NM R(DMSO-d6)8: 

0.98(3H,t,J=7.6Hz), 1.23(3H f t,J=7.2Hz), 1.38(9H,s),1 . 85-1 .90(2H,m), 2.82(3H,d,J=4.8Hz), 3.06-3.12(4H,m), 4.17(2H, 
q,J=6.4Hz), 4.20(2H,q,J=7.2), 4.49(2H,s), 4.83(2H,s), 5.49(2H,s), 7.42(1 H.br), 7.49(1 H.br), 7.54(1 H,s), 8.52(1 H,s), 
9.15(1 H.brs), 9.83(1 H.brs). 

Example 645 

{2-tert-Butyl-4-[2-(5-ethoxy-1-imino-6-methyl^^ 
acetic acid hydrobromide 

[1554] 1H-NMR(DMSO-d6)5: 

1.33^^=6.0^), 1.39(9H,s), 1 .44(3H,t,J=7.2Hz), 2.85(3H,d,J=4.8Hz), 4.30(2H,q,J=7.2Hz), 4.64(2H,s), 4.75(1 H, 
m), 4.87(2H,s), 5.53(2H,s), 7.53(1 H,d,J=2.0Hz), 7.54(1 H,d,J=2.0Hz), 8.22(1 H.m), 8.59(1 H,s), 9.28(1 H,m), 9.89(1 H,s). 

Example 646 

{2-ferf-Butyl-6-cyclopentyloxy-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyi'1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}- 
acetic acid hydrobromide 

[1555] 1 H-NMR(DMSO-d6)S: 

1.38(9H,s), 1.44(3^^=6.8^), 1.63(2H,m), 1 .69-1 .83(4H,m), 1.95(2H,m), 2.85(3H,d,J=4.8Hz), 4.30(2H,q,J=6.8Hz), 
4.59(2H s s), 4.87(2H,s), 4.93(1 H,m), 5.55(2H,s), 7.48(1 H,d,J=2.0Hz), 7.54(1 H.d^.OHz), 8.22(1 H,m), 8.59(1 H,s), 
9.88(1 H,s). 

Example 647 

7-fert-Butyl-5-[2-(5,6-diethoxy-7-fluoro-1^ 
hydrobromide 

[1556] 1H-NMR(DMSO-d6)S: 

1 .39(3H,t,J=7Hz), 1 .48(3H,t,J=7Hz), 1 .51 (9H,s), 4.20(2H,q,J=7Hz), 4.25(2H,J=7Hz), 4.85(2H,s), 5.52(2H,s), 7.22(1 H, 

s), 7.91(2H,d,J=2Hz), 8.1 1 (2H.J=2Hz). 

MS:m/e(ESI)512.0(MH+) 

Example 648 

Ethyl {2-fe^butyl-4-[2-(5-dimethylamino-1-imino-6-methylcarbamoyl-1,3-dihydro-isoindol-2-yl)-acetyl]-6-(pyrrolidin 
1 -yl)-phenoxy}-acetate trifluoroacetate 

[1 557] 1 H-NM R(DMSO-d6)5: 

1.23(3H,t,J=6.8Hz), 1.37(9H,s), 1 .82-1 .91 (4H,m), 2.77(3H,d,J=4.4Hz), 2.91(6H J s), 3. 04-3.14 (4H,m) , 4.21(2H,q, 
J=6.8Hz), 4.49(2H,s), 4.73(2H,s), 5.44(2H,s), 7.15(1H,s) p 7.42(1H,s), 7.48(1H,s), 8.06(1H,s), 8.33-8.41 (1 H,m), 8.93 
(1H,brs), 9.54(1 H,brs). 
MS:m/e(ESI)578.3(MH+) 
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Example 649 

Methyl (acetyHa-te/t-butyl-S-g-CZ-fluoro-l-imino-S.S-dimethoxy-l ,3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxy-phenyl}- 
amino)-acetate trifluoroacetate 

[1558] 1H-NMR(DMSO-d6)5: 

1.37(9H,s), 2.06(3H,s), 3.67(3H,s), 3.87{3H,s), 3.96(3H,s), 4.40(2H,s), 4.52(2H,s), 4.81 (2H,s), 5.41 (2H,s), 7.36(1 H, 
s), 7.79(1 H,s), 7.94(1 H,s), 9.06(1 H,s), 9.34(1 H,s), 1 0.90(1 H,s). 

Example 650 

{2-ferf-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 .S-dihydro-isoindol^-yQ-acetytj-phenylaminol-acetic acid 
trifluoroacetate 

[1 559] 1 H-NM R(DMSO-d6)5: 

1.33(3H,t,J=7.0Hz), 1.38(9H,s), 2.80(3H,d 1 J=7.2Hz), 4.26(2H,s), 4.26(2H t q,J=7.0Hz), 4.82(2H,s), 5.38(2H,s), 7.49 
(IH.d^e.OHz), 7.52(1 H,s), 7.73(1 H.dd^.O^.OHz), 7.77(1 H.d^.OHz), 8.15-8.24(1 H f m), 8.55(1 H,s), 9.18-9.23 
(1H,m), 9.78-9.82(1 H,m). 

Example 651 

Ethyl {2-tertbutyl-4-[2-(5-ethoxy-1-imino-6-^ 
hydrobromide 

[1560] 1 H-NMR(DMSO-d6)5: 

1.19(3H,t,J=7.2Hz), 1.40(9H,s), 1 .41 (3H,t,J=6.8Hz), 2.82(3H,d,J=4.8Hz), 4.12(2H,q,J=7.2Hz), 4.18(2H,d,J=6.4Hz), 
4.27(2H,.q,J=6.8Hz), 4.82(2H,s), 5.36(2H,s), 5.92(1 H,t,J=6.8Hz), 6.57(1 H,d,J=8.8Hz), 7.51 (1H,s), 7.72(1 H.dd, 
J=8.8,2.0Hz), 8.20(1 H,q,J=4.8Hz), 8.54(1 H,s). 

Example 652 

2-[2-(8-ferf-Butyl-3-oxo-3 l 4-dihydro-2H-benzo[1,4]oxazin-6-yl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dih 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1561] 1H-NMR(DMSO-d6)5: 

1.39(9H,s), 1.43(3H,t,J=6.8Hz), 2.84(3H,d,J=4,4Hz), 4.30(2H,q,J=6.8Hz), 4.72(2H,s), 4.86(2H,s), 5.47(2H,s), 7.44 
(IH.d.^.OHz), 7.56(2H,s), 8.22(1 H I q I J=4.4Hz), 8.58(1 H,s), 9.20(1 H,s), 9.86(1 H.s), 1 0.95(1 H,s). 

Example 653 

2-[2-(8-te/t-Butyl-4-methyl-3-oxo-3 > 4-dihydro-2H-benzo[1,4]oxazin-6-yl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro- 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[1562] 1H-NMR(DMSO-d6)5: 

1.40(9H,s), 1.44(3H ) t,J=6.8Hz) t 2.85(3H,d,J=4.8Hz) l 3.37 (3H,s), 4.30(2H 1 q,J=6.8Hz) J 4.78(2H,s), 4.88(2H,s), 5.56 
(2H.s), 7.56(1 H,s), 7.64(1 H,d, J=1 .6Hz), 7.66(1 H,d,J=1 .6Hz), 8.23(1 H,q,J=4.8Hz), 8.58(1 H,s), 9.24(1 H,s), 9.88(1 H,s). 

Example 654 

2-[2-(8-ferf-Butyl-4-methyl-3 > 4-dihydro-2H-benzo[1 ,9]oxazin-6-yl)-2-oxo-ethyl]-6-dimethylamino-3-imino-2 > 3-dihydro- 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[1563] 1H-NMR(DMSO-d6)5: 

1.36(9H,s), 2.79(3H,d,J=4.8Hz) t 2.92(3H,s), 2.93(6H,s), 4.35(2H,t,J=4.4) 1 4.75(2H f s), 5.43(2H,s), 7.16(1 H,s) f 7.18 
(1H,d,J=2.0Hz), 7.29(1 H ( d,J=2.0Hz), 8.08(1 H,s), 8.39(1 H,q,J=4.8Hz), 8.99(1 H,s), 9.53(1 H,s). 
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Example 655 

4^2-te^Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyI-1,3-dihydro-isoind 
phenoxyl-butyric acid trifluoroacetate 

[1564] 1H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.41(31-1,^=7.2^), 1.85-1.94(4H,m), 1 .97-2.06(2H,m), 2.36-2.44(2H,m), 2.82(3H,d,J=4.8Hz), 3.07-3.16 
(4H,m) l 3.85(2H,t,J=6.8Hz) ( 4.27(2H > q,J=7.2Hz), 4.83(2H,s), 5.41-5.50(2H,m), 7.36(1 H,s), 7.46(1 H,s), 7.53(1 H,s), 
8.16-8.24(1 H,m), 8.55(1 H,m). 
MS:m/e(ESI)579.4(MH+) 

Example 656 

4- {2-ferf-Butyl-9-[2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-(pyrrolidin-1-yl)-phenoxy}- 
butyric acid trifluoroacetate 

[1565] 1H-NMR(DMSO-d6)8: 

1.29(3H,t,J=6.8Hz), 1 .35-1 .42(1 2H,m), 1 .82-1 .92(4H,m) t 1 .94-2.08(2H,m), 2.41(2H,t,J=7.2Hz), 3.06-3.1 6(4H,m), 
3.60-3.80(2H,m), 4.11 (2H,q,J=6.8Hz), 4.20(2H,q,J=6.8Hz), 4.78(2H,s), 5.46(2H,s), 7.33(1 H,s), 7.35(1 H,d,J=2.4Hz), 
7.45(1 H,d,J=2.4Hz). 
MS:m/e(ESI)584.4(MH+) 

Example 657 

5- {2-terf-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 .S-dihydro-isoindol^-yQ-acetyll-e-foyrrolidin-l-yl)- 
phenoxy}-pentanoic acid trifluoroacetate 

[1566] 1H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.41 (3H,t,J=6.8Hz), 1.60-1 .70(2H,m), 1 .75-1 .84(2H,m) 1 1.86-1.94 (4H 1 m), 2.29(2H,t,J=7.2Hz), 2.82(3H,d, 
J=4.8Hz), 3.08-3. 17(4H,m), 3.78-3.92(2H,m), 4.27(2H l q,J=6.8Hz), 4.83(2H,s) f 5.47(2H,s), 7.36(1 H,s), 7.46(1 H,s), 
7.53(1 H,s), 8.03-8.27(1 H,m), 8.55(1 H,s), 9.1 5(1 H.brs), 9.84(1 H.brs). 
MS:m/e(ESI)593.4(MH+) 

Example 658 

5- {2-tertButyl-4-[2-(5,6-diethoxy-7-fluoro-1^ 
pentanoic acid trifluoroacetate 

[1567] 1H-NMR(DMSO-d6)5: 

1.28(3H,t,J=6.8Hz) t 1.33-1.46(12H,m). 1.60-1.71(2H,m), 1 .75-1 .84(2H,m). 1.85-1.96(4H,m), 2.29(2H,t ( J=7.2Hz), 
3.07-3.1 8(4H,m), 3.76-3.93(2H,m), 4.11 (2H,q,J=6.8Hz), 4.20(2H,q,J=6.8Hz), 4.78(2H,s), 5.46(2H,s). 7.33(1 H,s), 7.35 
(1H,s), 7.45(1 H,s), 9.06(1 H.brs), 9.28(1 H.brs). 
MS:m/e(ESI)598.4(MH+) 

Example 659 

Ethyl {2-terNbutyl-4-[2-(3-ethoxy-7-imino-2-methylcarbamoyl-5y-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]- 

6- (pyrrolidirv1 -yi)-phenoxy}-acetate hydrochloride 

[1568] 1H-NMR(DMSO-d6)5: 

1.23(3H,t,J=7.0Hz), 1 .26-1 .44(1 2H,m), 1 .87(4H,brs), 2.77(3H l s), 3.11 (4H,brs), 4.14-4.30(4H,m), 4.49(2H,s), 4.87(2H, 
s), 5.55(2H,s), 7.42(1 H,s), 7.49(1 H,s), 8.53(1 H.brd), 9.46(1 H,brs), 9.97(1 H.brs). 
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Example 660 

[2-te/t-ButyM-[2-(5-ethoxy-1-imino-^ 
phenoxy]-acetic acid trif I uoro acetate 

[1569] 1H-NMR(DMSO-d6)8: 

1.27-1.46(12H,m), 2.02-2.1 6(2H,m), 2.42(2H,d,J=8.1 Hz), 2.82(3H,d,J=4.5Hz), 3.63(2H,t,J=7.0Hz) l 4.27(2H,q, 
J=6.8Hz), 4.45(2H,S), 4.85(2H,s), 5.46(2H l s), 7.54(1H,s), 7.84(2H,s), 8.17-8.23(1 H,m), 8.55(1H,s). 

Example 661 

[2-fert-Butyl^-[2-(5,6-diethoxy-7-fluoro-1-M 
acetic acid trifluoroacetate 

[1570] 1H-NMR(DMSO-d6)5: 

1,26(3H,t,J=7.1Hz), 1 .33-1. 45(1 2H,m), 2.04-2.1 7(2H,m), 2.42(2H t t,J=8.0Hz), 3.63(2H l brt,J=6.2Hz), 4.11 (2H,q, 
J=7.1Hz), 4.21(2H,q,J=7.1Hz) > 4.43(2H,s), 4.80(2H,s), 5.45(2H,s), 7.34(1H,s), 7.82(1H,s), 7.83(1H,s). 

Example 662 

2-[2-(3,5-Di-ferf-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2 > 3-dihydro-1H-isoindo 
hydrobromide 

[1571] 1H-NMR(DMSO-d6)5: 

1.27(18H,s) ) 1.33(3H,t,J=7Hz), 4.18(2H,q,J=7Hz), 4.71 (2H,s), 5.39(2H,s), 7.06(1 H,s), 7.65(2H,s), 8.53(1H,s). 
MS:m/e(ESI)448.0(MH+) 

Example 663 

7-tertButyl-5-[2-(5 > 6-diethoxy-7-fluoro-1-imino-1 > 3-d^ 
hydrochloride 

[1572] 1 H-NMR(DMSO-d6)5: 

1.38(3H,t,J=7Hz), 1.45(3H l t,J=7Hz) > 1.54(9H,s), 4.18(2H,q,J=7Hz), 4.26(2H,q,J=7Hz), 4.92(2H,s), 5.59(2H,s), 7.23 

(2H,s), 8.06(1 H,s), 8.22(1 H,s). 

MS:m/e(ESI)511.0(MH+) 

Example 664 

2- [2-(8-tertButyl-4-methy(-2-oxo-3 > 4-dihydro^ 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[1573] 1 H-NMR(DMSO-d6)5: 

1.41(9H,s), 1.44(3H,t,J=6.8Hz), 2.77(3H,s), 2.85(3H,d,J=4.8Hz), 3.61 (2H,s), 4.30(2H,q,J=6.8Hz) t 4.86(2H,s), 5.47 
(2H,s), 7.56(1 H,s) f 7.67(1 H,d,J=2.0Hz), 7.86(1 H.d.^.OHz), 8.22(1 H,m), 8.59(1 H,s). 

Example 665 

3- {2-tertButyl-4-[2-(5-ethoxy-1-imino-6-me 
acid trifluoroacetate 

[1574] 1 H-NMR(DMSO-d6)5: 

1.39(9H,S), 1.42(3H,t,J=6.8Hz), 2.50(2H,t,J=6.8Hz), 3.42(2H,t,J=6.8Hz), 4.28(2H,t,J=6.8Hz), 4.88(2H,s), 5.51 (2H,s), 
7.32(1 H,d,J=8.0Hz), 7.54(1H,s), 7.85(1 H,t,J=7.6Hz), 8.00(1H,s), 8.21 (1 H,d,J=4.8Hz), 8.52(1 H,t,J=5.2), 8.57(1H,s), 
9.28(1 H.brs), 9.87(1 H,brs). 
MS:m/e(ESI)523.3(MH+) 
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Example 666 

2-{2-ferf-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-benzoylamino)-propanoic 
acidtrifluoroacetate 

[1 575] 1 H-NM R(DMSO-d6)8: 

1.1 7-1. 44(1 5H ( m), 2.83(3H,d,J=4.4Hz), 4.28(2H t q,J=6.8Hz), 4.39-4.42(1 H,m), 4.88(2H,s), 5.51 (2H,s), 7.40(1 H,d, 
J=7.6Hz), 7.54(1 H,s), 7.88(1 H.d.^.eHz), 8.01 (1 H,s), 8.21 (1 H,d,J=4.4Hz), 8.57(1 H,s), 8.81 (1 H,d, J=7.6Hz), 9.28(1 H, 
brs). 9.86(1 H.brs). 
MS:m/e(ESI)523.3(MH+) 

Example 667 

{2-Ctyclopentyl-4-[2-(5-ethoxy-1-imino-6-m acid 
trifluoroacetate 

[1576] 1 H-NMR(DMSO-d6)8: 

1.41(3H,t,J=7.2Hz), 1.52-1 .69(4H,m), 1 .70-1 .80(2H,m) t 1 .93-2.05(2H,m), 2.82(3H,d,J=4.0Hz), 4.28(2H p q,J=7.2Hz) 1 
4.85(2H,s), 4.87(2H,s), 5.44(2H,s), 7.05(1 H,d,J=8.8Hz), 7.53(1 H,s), 7.83(1 H.s), 7.85(1 H,s), 8.21 (1 H,d,J=4.0Hz), 8.55 
(1H,s), 9.21(1H,brs), 9.83(1H,brs). 
MS:m/e(ESl)494.4(MH+) 

Example 668 

{2-te/t-Bu1yl-4-[2-(5,6-diethoxy-7-fluoro-1-imino-1,3-dihydro-isoindol-2-yl)-acetyl]-6-dimethylaminoph 
acid trifluoroacetate 

[1 577] 1 H-NM R(DMSO-d6)S: 

1 .28(3H,t,J=7.2Hz), 1 .38(9H,s), 1 .40(3H,t,J=7.2Hz), 2.70(6H,s), 4.12(2H,q,J=7.2Hz), 4.21 (2H,q,J=7.2Hz), 4.66(2H,s), 

4.79(2H,s), 5.49(2H,s), 7.34(1 H,s), 7.51 (1H,s), 7.57(1 H.s), 9.06(1 H.brs), 9.30(1 H, brs). 

MS:m/e(ESI)530.3(MH+) 

Example 669 

{2-tert-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1-^ acid 
trifluoroacetate 

[1578] 1 H-NMR(DMSO-d6)6: 

0.95(6H,t,J=7.2Hz), 1 .29(3H,t,J=6.8Hz), 1.37(9H,s), 1 .39(3H,t,J=6.8Hz), 3.10(4H,q,J=7.2Hz), 4.13(2H,q,J=6.8Hz), 
4.21(2H,q,J=6.8Hz), 4.72(2H,s), 4.79(28,8), 5.47(2H,s), 7.34(1 H,s), 7.52(1 H,s), 7.59(1 H,s), 9.05(1 H.brs), 9.29(1 H, 
brs). 

MS:m/e(ESI)558.4 (MH+) 
Example 670 

2-{2-[3-ferf-Butyl-5-(3-carbamoyl-propoxy)-4-hydroxyphenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2 > 3-dih 
isoindole-5-carboxylic acid methylamide trifluoroacetate 

[1579] 1 H-NMR(DMSO-d6)8: 

1.39(9H,s), 1.42(3H,t,J=7Hz), 1.95-2.03(2H,m), 2.25-2.31 (2H,m), 2.83(3H,d, J=5Hz), 4.03-4.08(2H,m), 4.28(2H,q, 
J=7Hz), 4.83(2H,s), 5.45(2H,s), 7.43(1 H,s), 7.51 (1H,s), 7.52(1 H,s), 8.20(1 H,q,J=5Hz), 8.53(1 H,s), 9.1 7(brs, 1 H), 9.46 
(s,1H). 



310 



EP 1 391 451 A1 

Example 671 

Ethyl {2-fertbutyl-4-[2-(5,6-diethoxy-7-fluora 
acetate hydrochloride 

[1580] 1 H-NMR(DMSO-d6)6: 

1.23(3H,t,J=6.8Hz), 1 .29(3H t t,J=7.2Hz), 1 .37-1 .41(1 2H,m), 2.67(6H,s), 4.10(4H,q l J=6.8Hz), 4.20(4H,q,J=7.2Hz) > 
4.73(2H,s) l 4.75(2H,s), 5.45(1H,s), 7.31(1H,s), 7.54(1H,s), 7.58(1H,s), 9.07(1 H.brs), 9.39(1H,brs). 
MS:m/e(ESI)558.4(MH+) 

Example 672 

Ethyl {2-fert-butyl-4-[2-(5,6-diethoxy-7-f luoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6- diethylamino-phenoxy}- 
acetate hydrochloride 

[1581] 1H-NMR(DMSO-d6)5: 

0.94(6H,t,J=7.2Hz), 1 .23(3H,t,J=7.2Hz), 1 .29(3H,t,J=7.2Hz), 1.37(9H,s), 1 .39(6H,t,J=7.2Hz), 3.07(4H,q,J=7.2), 4.11 
(2H,q,J=7.2Hz), 4.20(4H,q,J=7.2Hz), 4.80(4H,s), 5.52(2H,s), 7.39(1H,s), 7.54(1H,s), 7.60(1H,s), 9.07(1 H.brs), 9.39 
(1H,brs). 

MS:m/e(ESI)586.3(MH+) 
Example 673 

{2-te/t-Butyl-4-[2-(5-ethoxy-6-ethylcarbamoyl- 1 -imino-1 ^-dihydro-isoindol^-yO-acetyn-e^pyrrolidin-l-yQ-phenoxy}- 
acetic acid hydrochloride 

[1 582] 1 H-NM R(DMSO-d6)5: 

1.13(3H,t,J=7.2Hz), 1.38(9H,s), 1 .42(3H,t,J=7.2Hz), 1 .85-1 .93(4H,m), 3.06-3.15(4H,m), 4.25 (2H, q, J=7.2Hz), 4.40 
(2H,s), 4.84(2H,s), 5.51 (2H,s), 7.41 (1H,s), 7.48(1 H,s), 7.52(1 H,s), 8.23(1 H,tJ=4.8Hz), 8.51 (1H,s), 9.21 (1 H.brs), 9.85 
(1H,brs). 

MS:m/e(ESI)565.4(MH+) 
Example 674 

{2-tert-Butyl-4-[2-(5-ethoxy-1-imino-6-propylcarbam 
acetic acid hydrochloride 

[1583] 1 H-NMR(DMSO-d6)5: 

0.93(3H,t,J=7.2Hz), 1.38(9H,s), 1 .41 (3H,t,J=7.2Hz), 1 .49-1 .57(2H,m), 1 .85-1 .92(4H,m), 3.06-3.1 5(4H,m), 3.21-3.29 
(2H,m), 4.25(2H,q,J=7.2Hz) l 4.40(2H,s), 4.83(2H,s), 5.51(2H I s) l 7.41 (1H,s), 7.48(1 H,s), 7.52(1 H,s), 8.22(1 H,t, 
J=4.8Hz), 8.50(1 H,s), 9.22(1 H,brs), 9.86(1 H.brs). 
MS:m/e(ESI)579.4(MH+) 

Example 675 

Ethyl {2-tertbutyl-4-[2-(5-ethoxy-6-ethyfcarbamoyl-1 -imino-1 ) 3-dihydro-isoindol-2-yl)-acetyl]-6-(pyrrolidin-1 -yl)- 
phenoxy}-acetate hydrochloride 

[1584] 1H-NMR(DMSO-d6)5: 

1 .13(3H,t,J=7.2Hz), 1 .23(3H,t,J=7.2Hz), 1 .38(9H,s), 1 .41 (3H,t,J=7.2Hz), 1 .84-1 .91 (4H,m), 3.06-3. 14(4H,m), 
4.17-4.28(4H,m), 4.49(2H,s), 4.83(2H,s), 5.52 (2H, s), 7.43(1H,s), 7.49(1H,s), 7.52(1H,s), 8.23(1 H,t,J=4.8Hz), 8.52 
(1H,s), 9.24(1H,brs), 9.86(1H,brs). 
MS:m/e(ESI)593.4(MH+) 
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Example 676 

Ethyl {2-terf-butyl-4-[2-(5-ethoxy-1 -imino-6-propylcarbamoyH ,3-dihydro-isoindol-2-yl)-acetyl]-6-pyrrolidin-1 -yl- 
phenoxy}-acetate hydrochloride 

[1 585] 1 H-NM R(DMSO-d6)5: 

0.92(3H,t,J=7.2H2) l 1 .23(3H,t,J=7.2Hz), 1 .38(9H,s), 1 .41 (3H,t,J=7.2Hz), 1 .50-1 .58(2H 1 m), 1 .84-1 .92(4H,m), 
3.07-3.1 4(4H,m), 3.21-3.28(2H,m), 4.17-4.28(4H,m), 4.49(2H,s), 4.84(2H,s), 5.50(2H,s), 7.43(1 H f s), 7.49(1 H,s), 7.52 
(1H,s), 8.22(1 H,t,J=4.8Hz), 8.50(1 H,s), 9.19(1 H,brs), 9.84(1 H.bre). 
MS:m/e(ESI)607.4(MH+) 

Example 677 

Ethyl 1 -{3-tert-butyl-5-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxy-phenyl}- 
5-oxo-pyrrolidine-2-carboxylate hydrobromide 

[1586] 1 H-NMR(DMSO-d6)5: 

1 .27(6H,t,J=7Hz), 1 .39(9H,s), 2.29-2.35(1 H,m), 2.54-2.75(2H,m), 2.95(1 H,dd,J=1 2,9Hz), 3.20(3H,d,J=5Hz), 
4.15-4.28(3H,m),4.35(2H,q ) J=7Hz), 4.54(1 H,d,J=19Hz), 5.30(1 H,d,J=11 Hz), 5.40(1 H,d,J=19Hz), 5.33(1 H,d,J=11 Hz), 
7.17(1H,s), 7.20(1H,s), 7.95(1 H 1 d,J=2Hz), 8.17(1 H,q,J=5Hz), 8.38(1H,s), 8.78(1 H,d,J=2Hz), 9.45(1 H,brs), 10.02(1H, 
br.2), 1 0.08(1 H,brs). 
MS:m/e(ESI)579.0(MH+) 

Example 678 

Ethyl 1 -{3-tert-butyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxyphenyl}-5-oxo- 
pyrrolidine-2-carboxylate hydrobromide 

[1587] 1 H-NMR(DMSO-d6)5: 

1.28(3H,t,J=7Hz), 1.41(3H,t s J=7Hz), 1.42(9H,s), 1 .54(3H,t,J=7Hz), 2.24-2.31 (1 Km), 2.58(1 H,ddd,J=14,8,3Hz), 2.66 
(td,J=1 4,5Hz), 2.93(1 H,ddd,J=1 4,1 1,8Hz), 4.1 6-4.28(7H,m), 4.70(1 H,d,J=1 9Hz), 5.05(1 H,d,J=19z), 5.17(1H,d, 
J=19Hz), 5.32(1 H,d,J=1 9Hz), 6.88(1 H,s), 7.93(1 H,d,J=2Hz), 8.35(1 H, d, J=2Hz), 8.83(1 H,s). 
MS:m/e(ESI)584.0(MH+) 

Example 679 

Ethyl 1 -{3- tert- butyl-5-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl1-2-methoxy-phenyl}- 
5-oxo-pyrrolidine-2-carboxylate hydrobromide 

[1588] 1 H-NMR(DMSO-d6)S: 

1.18(3H,t,J=7Hz), 1.42(9H,s), 1 .60(3H,t,J=7Hz), 2.32-2.36(1 H,m), 2.54-2.67(2H,m), 2.77-2.84(1 H,m), 3.16(3H,d, 
J=5Hz), 3.80(3H,s), 4.1 1 -4.22(2H,m), 4.36(2H,q,J=7Hz), 4.74(1 H,d,J=1 9Hz), 4.75(1 H,m), 4.93(1 H,d,J=1 9Hz), 5.69 
(1 H,d,J-1 8Hz), 6.56(1 H,d,J=1 8Hz), 7.21 (1 H.s), 7.25(1 H,s), 8.05(1 H,d,J=2Hz), 8.1 3(1 H,d,J=2Hz), 8.1 9(1 H,q,J=5Hz), 
9.48(1 H,s). 

MS:m/e(ESI)593.0(MH+) 
Example 680 

Ethyl 1 -{3-fert-Butyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxyphenyl}-5-oxo- 
pyrrolidine-2-carboxylate hydrobromide 

[1 589] 1 H-NM R(DMSO-d6)5: 

1.18(3H,t,J=7Hz), 1.42(3H,t,J=7Hz), 1.43(9H,S), 1 .54(3H,t,J=7Hz), 2.31 -2.36(1 H,m), 2.54-2. 65(2H,m), 2.76-2.84(1 H, 
m), 3.81(3H,s), 4.15-4.23(6H l m), 4.65(1 H,d,J=18Hz), 4.74(1H l dt l J=2,6Hz) l 4.86(1 H,d,J=18Hz), 5.61(1H,d,J=19Hz), 
6.87(1 H,s), 6.98(1 H,brs), 8.03(1 H,d,J=2Hz), 8.11(1H,d,J=2Hz). 
MS:m/e(ESI)593.0(MH+) 
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Example 681 

2-[2-(3 t 5-Di-tert-butyl-9-hydroxy-phenyl)-2-oxo-eth^ acid 
methylamide hydrobromide 

[1590] 1H-NMR(DMSO-d6)5: 

1 .40(3H,t,J=6.8Hz), 1.44(18H,s), 2.86(3H,d,J=4.4Hz), 4.30(2H,q,J=6.8Hz), 4.83(2H,s), 5.50(2H,s), 7.77(2H,s), 7.81 
(1H,s), 8.34(1 H,s), 8.72(1 H,m). 

Example 682 

2-[2-(5-tert-Butyl-2-oxo-1,2,3,4-tetrahydro-quinoti^ 
5-carboxylic acid methylamide hydrobromide 

[1591] 1 H-NMR(DMSO-d6)5: 

1 .43(12H,m), 2.45(2H,t,J=7.2Hz), 2.84(3H,d l J=4.8Hz) > 3.18(2H,t,J=7.2Hz), 4.30(2H,q,J=6,8Hz), 4.87(2H,s) l 5.47(2H, 
s), 7.41(1H,d,J=1.6Hz), 7.56(1 H,s), 7.61 (1 H,d,J=1 .6Hz), 8.23(1 H,q,J=4.8Hz), 8.58(1 H,s), 9.22(1 H,s), 9.86(1 H,s), 
1 0.33(1 H,s). 

Example 683 

2-{2-[3-fertButyl-5-(3-caroamoyl-propoxy)-4-hydrox^^ 
isoindole-5-carboxamide trifluoroacetate 

[1592] 1 H-NMR (DMSO-d6) 5: 

1.39(9H,s), 1.42(3H,t,J=6.8Hz), 1 . 93-2. 04(2 H,m), 2.28(2H, t, J=7.2Hz) , 4.05(2H,t, J=6. 8Hz) , 4.28(2H,q,J=6.8Hz), 
4.84(2H,s), 5.45(2H,s), 6.83(1 H,brs), 7.33(1 H.brs), 7.44(1 H,s), 7.52(1 H,s), 7.53(1 H,s), 7.70(1 H,brs), 7.78(1 H,brs), 
8.63(1H,s), 9.18(1H,brs), 9.46(1H,s), 9.82(1 H,brs). 
MS:m/e(ESI)511.3(MH+) 

Example 684 

2^2-[3-fertButyl-5-(3-carbamoyl-propoxy)-4-hydroxyphen^^ 
isoindole-5-carboxylic acid dimethylamide trifluoroacetate 

[1593] 1H-NMR(DMSO-d6)5: 

1.29-1.46(12H,m), 1 .93-2.06(2H,m), 2.23-2.33(2H,m), 2.78(3H,s), 2.99(3H,s), 4.01-4.12(2H,m), 4.1 7-4.28(2H,m), 
4.83(3H,s), 5.45(3H,s), 6.83(1 H.brs), 7.33(1 H.brs), 7.44(1 H,s), 7.49(1 H,s), 7.52(1 H,s), 8.03(1 H,s), 9.1 6(1 H.brs), 9.46 
(1H,brs), 9.67(1 H,brs). 
MS:m/e(ESI)539.4(MH+) 

Example 685 

2-{2-[3-fe^Butyl-5-(3-carbamoyl-propoxy)-4-hydroxyphenylI-2-oxo-ethyl}-6-dimethylamino>3-imino-2,3-dih 
isoindole-5-carboxylic acid methylamide trifluoroacetate 

[1594] 1 H-NMR(DMSO-d6)S: 

1.39(9H,s) t 1.93-2.04(2H,m), 2.23-2.33(2H,m), 2.77(3H,d,J=4.4Hz), 2.93(6H,s), 4.01 -4.09(2H,m), 4.73(2H,s), 5.40 
(2H.S), 7.14(1 H,s), 7.43(1 H,d,J=2.0Hz), 7.51 (1 H,d,J=2.0Hz), 8.06(1 H,s), 8.34-8.39(1 H,m), 8.85(1 H.brs), 9.44(1 H.brs), 
9.52(1 H.brs). 

Example 686 

4-{3-te^Butyl-5-[2-(5,6-diethoxy-7-fluoro-1-imin^^ 
trifluoroacetate 

[1595] 1 H-NMR(DMSO-d6)S: 

1 .28(3H,t,J=6.8Hz), 1 .34-1 .46(12H,m), 1 .94-2.04(2H,m) ( 2.24-2.32(2H,m), 4.00-4.08(2H,m), 4.11 (2H,q,J=6.8Hz) 1 4.21 
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(2H,q, J=6.8Hz), 4.78(2H,s), 5.45(2H,s), 6.82(1 H,brs), 7.28-7.36(2H,m), 7.42(1 H,s), 7.50(1 H,s), 9.00-9.08(1 H,m), 9.32 
(1H,brs), 9.46(1 H,s). 

Example 687 

4-{3-tertButyi-5-[2-(7-fluoro-1-imino-5,6-dim^ 
butylamide trif luoroacetate 

[1 596] 1 H-NM R(DMSO-d6)5: 

1.40(9H.s), 1.92-2.05(2H,m) > 2.23-2.34(2H,m), 3.86(3H,s), 3.95(3H,s), 4.01-4.09(2H,m), 4.81 (2H,s), 5.46(2H,s), 6.83 
(1H,brs), 7.31-7.38(2H,m), 7.42(11-1,3), 7.50(1H,s), 9.04-9.11 (IH.m), 9.30-9.38(1 H,m), 9.46(1H,s). 

Example 688 

4-{3-tertButyl-5-[2-(2-ethyl-7-imino-5,7-dih^ 
trlfluoroacetate 

[1597] 1 H-NMR(DMSO-d6)5: 

1 .30(3H,t,J=7.2Hz), 1 .40(9H,s), 1 .94-2.05(2H,m), 2.24-2.34(2H,m), 2.95(2H,q,J=7.2Hz), 4.01 -4.11 (2H,m), 4.85(2H,s), 
5.53(2H,s), 6.82(1 H,brs), 7.34(1 H,brs), 7.44(1 H,s), 7.51 (1H,s), 7.73(1 H,d,J=8.0Hz), 8.1 8(1 H,d,J=8.0Hz), 9.46(1 H p 
brs), 9.52-9.60(1 H,m), 9.82-9.90(1 H,m). 

Example 689 

4-{3-te^Butyi-5-[2-(2-cyclQpropyi-7-imino-5 > 7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-2-hydrox 
butylamide trifluoroacetate 

[1 598] 1 H-NM R(DMSO-d6)5: 

1.03-1.13(4H,m), 1.41(9H,s), 1 .94-2.05(2H,m), 2.24-2.38(3H,m), 4.01 -4.09(2H,m), 4.82(2H,s), 5.53(2H,s), 6.83(1 H, 
brs), 7.35(1 H,brs), 7.44(1 H ( s), 7.52(1 H,s), 7.72(1 H,d,J=8.0Hz), 8.10(1 H,d,J=8.0Hz), 9.47(1 H.brs), 9.48-9.56(1 H.m), 
9.62-9.70(1 H,m). 

Example 690 

2-{2-[3-terf-Butyl-5-(3-caroamoyl-propoxy)-4-hydroxyphe^^ H- 
isoindole-5-carboxylic acid methylamide trifluoroacetate 

[1599] 1 H-NMR(DMSO-d6)8: 

0.99(3H,t,J=7.2Hz), 1.41(9H,s), 1 .75-1 .87(2H,m), 1 .93-2.02(2H,m), 2.24-2.32(2H,m) t 2.82(3H,d,J=4.4Hz), 4.02-4.08 
(2H,m), 4.13-4.20(2H,m), 4.83(2H f s), 5.46(2H,s), 6.83(1 H.brs), 7.34(1 H.brs), 7.42(1 H,s), 7.51 (1H,s), 7.54(1 H,s), 
8.15-8.21(1H,m), 8.52(1H,s), 9.18(1 H.brs), 9.46(1 H,brs), 9.82(1 H,brs). 

Example 691 

{6-[2-(5-Ethoxy-1-imino-6-methylcarbamoyl-1 .S-dihydro-isoindol^-yQ-acetyll^^-dimethyl-S^-dihydro^H-quinolin" 
1-yl}-acetic acid hydrochloride 

[1600] 1 H-NMR(DMSO-d6)5: 

1.26(6H,s), 1.41(3H,t,J=7.2Hz), 1 .68-1 .74(2H,m), 2.82(3H,d,J=4.8Hz), 3.38-3.46(2H,m), 4.21 (2H,s), 4.27(2H,q, 

J=7.2Hz), 4.83(2H,s), 5.35(2H,s), 6.57(1 H,d,J=8.0Hz). 7.52(1 H,s), 7.63(1 H,d,J=8.0Hz), 7.75(1 H,s), 8.20(1 H,q, 
J=4.8Hz), 8.55(1 H,s), 9.18(1 H.brs), 9.78(1 H.brs). 
MS:m/e(ESI)493.3(MH+) 
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Example 692 

{6-[2-(5 > 6-Diethoxy-7-fluoro-lHmino-1 > 3^ 
acetic acid hydrochloride 

[1 601 ] 1 H -NMR(DMSO-d6)5: 

1.26(6H t s), 1.29(3H,t,J=7.2H2) l 1 .39(3H,t,J=7.2Hz), 1 .68-1 .74(2H,m) ( 3.38-3.45(2H,m) > 4.07-4.22(4H,m), 
4.20(2H,s), 4.77(2H,s), 5.35(2H,s), 6.57(1 H.d.^B^Hz), 7.31 (1H,s), 7.61(1^1^=8.41^), 7.75(1 H,s), 8.99(1 H,brs), 
9.33(1 H,brs). 
MS;m/e(ESI)498.3(MH+) 

Example 693 

{2-terf-Butyl-4-[2-(5-ethoxy-lHmino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2>yl)'acetyl]'6-piperidin-1>yl-phenoxy}- 
acetic acid trifluoroacetate 

[1602] 1H-NMR(DMSO-d6)5: 

1.39(9H,s), 1.43(3H,t ( J=7Hz), 1 .49-1 .57(2H,m), 1 .63-1 .70(4H,m), 2.85(3H,d,J=5Hz), 2.88-2.98(4H,m), 4.30(2H,q, 
J=7Hz), 4.85(2H,s), 4.87(2H,s), 5.52(2H,s), 7.56(1 H,s), 7.58(1 H,s), 7.63(1 H,s), 8.23(1 H,q,J=5Hz), 8.58(1 H,s), 9.22 
(1H,brs), 9.87(1 H.brs). 

Example 694 

{2-terf-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-morpholino-phenoxy}- 
acetic acid trifluoroacetate 

[1 603] 1 H-NM R(DMSO-d6)5: 

1.39(9H,s), 1 .43(3^^=7^), 2.85(3H ! d 1 J=5Hz) ) 2.95-3.03(4H,m), 3.61-3.68(4H J m), 4.29(2H > q,J=7Hz), 4.82(2H l s), 
4.87(2H,s), 5.52(2H,s), 7.56(1 H,s), 7.58(1 H,s), 7.63(1 H,s), 8.23(1 H,q,J=5Hz), 8.57(1 H,s), 9.22(1 H.brs), 9.87(1 H,brs). 

Example 695 

{2-tert-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3- dihydro-isoindol-2-yl)-acetyl]-6-piperidin-1 -yl-phenoxy}-acetic 
acid trifluoroacetate 

[1604] 1 H-NMR(DMSO-d6)5: 

1.31(3H,t,J=7Hz), 1.38(9H,s), 1 .42(3H,t,J=7Hz), 1 .50-1 .57(2H,m) l 1 .63-1 .71 (4H,m) > 2.88-2.97(4H,m), 4.13(2H,q, 
J=7Hz), 4.23(2H,q,J=7Hz), 4.80(2H,s), 4.86(2H,s), 5.50(2H,s), 7.35(1 H,s), 7.56(1 H,s), 7.62(1 H,s), 9.07(1 H.brs), 9.32 
(1H,brs). 

Example 696 

{2-terf-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ^-dihydro-isoindol^-yO-acetyll-e-morpholino-phenoxyj-acetic acid 
trifluoroacetate 

[1 605] 1 H-NM R(DMSO-d6)5: 

1.31(3H,t,J=7Hz), 1.39(9H,s), 1 .42(3H ) t,J=7Hz), 2.95-3.03(4H J m), 3.71-3.78(4H,m), 4.13(2H,q,J=7Hz), 4.23(2H,q, 
j=7Hz), 4.80(2H,s), 4.82(2H,s), 5.52(2H,s), 7.35(1 H,s), 7.56(1 H,s), 7.65(1 H,s), 9.07(1 H.brs), 9.33(1 H,brs). 

Example 697 

Ethyl 4-{3-terf-butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 t 3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxy- 
phenoxy}-butyrate hydrobromide 

[1606] 1 H-NMR(DMSO-d6)5: 

1.16(3H,t,J=6.5Hz), 1.32-1.46(12H,m), 1 .95-2.08(2H,m), 2.57(2H,t,J=7.0Hz), 2.83(3H,d,J=5.0Hz), 4.00-4.1 0(4H,m), 
4.26(H,q,J=6.5Hz), 4.83(2H,s), 5.45(2H,s), 7.40(1 H.brs), 7.48-7.55(2H,m), 8.19(1 H,5.0Hz), 8.54(1H,s). 
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Example 698 

2^2-[3-tert-Butyl-5-(3-cart3amoyl-propox 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1607] 1H-NMR(DMSO-d6)5: 

1.34(9H,s), 1.90(3H,t,J=7.0Hz), 1 .94-2.08(2H,m), 2.28(2H > t,J=7.5Hz), 2.82(3H ( s), 3.89(3H,s), 4.06(2H,t,J=5.5Hz), 
4.26(2H,q,J=7.0Hz) r 4.84 (2H, s) , 5.50(2H,s), 6.80(1 H.brs), 7.37(1 H.brs), 7.48-7.55(3H,m), 8.1 7-8.25(1 H,m), 8.55(1 H, 
s), 9.25(1 H,brs), 9.88(1 H.brs). 

Example 699 

2-{2-[3-fert-Butyl-5-(3-carfaamoyl-propoxy)-4-meth^ H- 
isoindole-5-carboxamide hydrobromide 

[1 608] 1 H-NM R(DMSO-d6)8: 

1.35(9H,s), 1.42(3H,t,J=7.0Hz), 1 .94-2.07(2H,m), 2.24-2.31 (2H,m), 3.90(3H,s), 4.07(2H,t,J=6.5Hz), 4.27(2H,q, 
J=7.0Hz), 4.84(2H,s), 5.49(2H,s), 6.80(1 H.brs), 7.37(1 H.brs), 7.48-7.54(3H,m) > 8.63(1 H,s). 

Example 700 

2-{2-[3-fert-Butyl-5-(3-carbamoyl-propoxy)-4-meth^ dihydro-1H- 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1 609] 1 H-NM R(DMSO-d6)5: 

1.34(9H,s), 1.93-2.08(2H,m), 2.24-2.35(2H,m), 2.76(3H,brs), 2.82(6H,s), 3.89(3H,s), 4.03-4.12(2H l m) > 4.74(2H,s), 
5.47(2H,s), 6.80(1H,brs), 7.14(1H,s), 7.36(1 H,brs), 7.48-7.56(2H,m), 8.07(1H,s), 8.31-8.42(1 H,m), 9.01 (1 H.brs), 9.57 
(1H,brs). 

Example 701 

4-{3-fert8utyl-5-[2-(5 > 6-diethoxy-7-fluoro-1^^ 
hydrobromide 

[1 61 0] 1 H-NM R(DMSO-d6)5: 

1.26(3H,t,J=7.0Hz), 1.34(9H,s), 1 .40(3H,t,J=7.0Hz) > 1 .94-2.07(2H,m) l 2.27(2H,t,J=6.5Hz) ) 3.88(3H,s), 4.02-4.15(4H, 
m) l 4.21(2H > q,J=7.0H2),4.79(2H,s), 5.48{2H,s) I 7.32(1 H,s), 7.50(1 H,s), 7.51 (1H,s). 

Example 702 

4-{3-terf-Butyl-5-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenoxy)- 
butylamide hydrobromide 

[1611] 1H-NMR(DMSO-d6)6: 

1.35(9H,s), 1.40(3H,t,J=7.0Hz), 1.94-2.08 (2H,m), 2.26(2H,t,J=6.5Hz) I 3.86(3H,s), 3.89(3H,s), 3.92(3H,s), 4.06(2H,t, 
J=5.5Hz), 4.80(2H,s), 5.50(2H,s), 6.80(1H,brs), 7.34-7.39(2H,m), 7.50(1H,s), 7.51(1H,s), 9.10(1 H.brs), 9.38(1 H.brs). 

Example 703 

4-{3-fertButyl-5-[2-(2-ethyl-7-imino-57-dih^ 
hydrobromide 

[1 61 2] 1 H-NM R(DMSO-d6)5: 

1 .30(3H,t,J=7.5Hz), 1.35(9H,s), 1 .94-2.08(2H,m) l 2.27(2H,t,J=7.0Hz), 2.94(2H,q l J=7.5Hz), 3.89 (3H, s) , 4.06(2H,t, 
J=5.5Hz), 4.85(2H,s), 5.56(2H,s), 6.80(1 H.brs), 7.37(1 H.brs), 7.50(2H,brs), 7.72(1 H.d.^S.OHz), 8.18(1 H,d,J=8.0Hz) > 
9.56(1 H.brs), 9.88(1 H.brs). 
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Example 704 

4-{3-te^Butyl-5-[2-(2-cyclopropyl-7-imino-5J-dihyd 
butylamide hydrobromide 

[1 61 3] 1 H-NMR(DMSO-d6)5: 

1 .05-1 .1 2(4H,m), 1 .35(91-1,3), 1 .94-2.07(2H,m), 2.23-2.36(3H,m), 3.89(3H,s), 4.06(2H,t,J=5.5Hz), 4.82(2H,s), 5.55(2H, 
s), 6.80(1 H.brs), 7.36(1 H.brs), 7.51(2H,brs) t 7.72(1 H,d,J=8.0Hz), 8.09(1 H,d,J=8.0H2), 9.48-9.55(1 H,m), 9.64-9.72 
(1H,m). 

Example 705 

2-{2-[3-te/t-Butyl-5-(3-cait)amoyl-propo^ 
isoindole-5-carboxylic acid ethylamide hydrobromide 

[1614] 1H-NMR(DMSO-d6)5: 

1.11(3H,t,J=6.0Hz) l 1. 24-1. 45(1 2H,m), 1 .96-2.07(2H,m), 2.22-2.33(2H,m), 3.23-3.39(2H,m), 3.89(3H,s), 4.02-4.12 
(2H,m), 4.19-4.30(2H,m), 4.83(2H,s), 5.49(2H,s), 6.80(1 H.brs), 7.35(1 H.brs), 7.51 (3H,brs), 8.23(1 H.brs), 8.52(1 H,s), 
9.21 (1H,brs), 9.84(1 H.brs). 

Example 706 

Methyl 4-tert-butyl-6-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-1-methyl-1 H- 
benzimidazole-2-carboxylate hydrobromide 

[1 61 5] 1 H-NM R(DMSO-d6)5: 

1.54(9H,s), 1.62(3H,t,J=7Hz), 3.21 (3H,d,J=5Hz), 4.06(3H,s) 1 4.37(2H,q,J=7Hz), 4.38(3H,s), 5.04(2H,s), 6.32(2H,s), 
7.21 (1H,s), 7.25(1 H,s), 7.84(1 H,d,J=2Hz), 8.22(1 H,q,J=5Hz), 8.93(1 H,d,J=2Hz), 9.56(1 H,s), 1 0.44(1 H,s). 
MS:m/e(ESI)520.0(MH+) 

Example 707 

Ethyl 4-{2-terr-butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1,3-dihydro-isoindol-2-yl)-acetyl]-6-methoxy- 
phenoxy}-butyrate hydrobromide 

[1616] 1H-NMR(DMSO-d6)5: 

1.21(3H,t,J=7Hz), 1.38(9H,s), 1 .44(3H,t,J=7Hz), 2.01 -2.09(2H,m), 2.48-2.57(2H,m), 2.85(3H,d 1 J=5Hz), 3.88(3H,s), 
4.07-4.1 3(2H,m), 4.09(2H,q,J=7Hz), 4.30(2H,q,J=7Hz), 4.87(2H,s), 5.55(2H,s), 7.53(1 H,s), 7.56(1 H.s), 7.58(1 H,s), 
8.22(1 H.q.^SHz), 8.58(1H,s), 9.25(1 H.brs), 9.87(1H,brs). 

Example 708 

Ethyl 4-{2-fert-butyl-4-[2-(5,6-diethoxy-7-fluoro-1-im^ 
butyrate hydrobromide 

[1 61 7] 1 H-NM R(DMSO-d6)5: 

1.20(3H,t I J=7Hz) l 1.32(3H t t,J=7Hz), 1.38(9H,s), 1 .42(3H l t,J*7H2) I 2.00-2.09(2H,m), 2.50-2.56 (2H,m) , 3.88(3H,s), 
4.09(2H,q,J=7Hz) f 4.13{2H,q,J=7Hz), 4.23(2H,q,J=7Hz), 4.80(2H,s), 5.71 (2H,s), 7.35(1 H,s), 7.52(1 H,s), 7.56(1 H,s). 

Example 709 

{2-fe/t-Butyl-4-[2-(5-dimethylamino-1-imino-6-methylcarbamoyl-1 ^-dihydro-isoindol^-yQ-acetyll-phenylamino)- 
acetic acid trifluoroacetate 

[1618] 1H-NMR(DMSO-d6)5: 

1.40(9H,s), 2,78(3H l d,J=4.8Hz) > 2.92(6H,s), 4.04-4.10(2H,m), 4.72(2H,s), 5.32(2H,s), 6.57(1 H,d,J=8.4Hz), 7.14 (1H, 
s), 7.73(1 H,dd,J=8.4,2.0Hz), 7.77(1 H,d,J=2.0Hz), 8.05(1 H,s), 8.36(1 H 1 t,J=4.8Hz), 8.90-8.94(1 H,m), 9.45-9.50(1 H,m). 
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Example 710 

Ethyl 5-fert-butyJ-7-f2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3<jihydro-isoindol-2-yl)-acetyl1-2,3-dihydro-1 H-benzo 
[d]pyrrolo[2,1-b]oxazole-3a- carboxylate hydrobromide 

[1619] 1H-NMR(DMSO-d6)5: 

1 .27 (3H, J=7Hz) , 1.40(9H,s), 1 .61 (3H,t,J=7Hz), 1.91(1H,m), 2.05(1 H,m), 2.27(1 H,ddd,J=13,7,6Hz), 2.72(1 H.ddd, 
J=13,7,6Hz), 3.12(3H,d,J=5Hz), 3.44(1 H,ddd,J=15,7,6Hz), 3.58(1 H,ddd,J=1 5,7,6Hz), 4.23(1 H,dq,J=1 0,7Hz), 4.25 
(1H,dq,J=1 0,7Hz), 4.45(2H,brs), 4.71(1H,d,J=18Hz), 4.99(1 H,d,J=18Hz), 5.70(1 H,d,J=1 9Hz), 6.46(1 H,d,J=19Hz), 
7.34(1h,s), 7.56(1H,s), 7.72(1H,s), 8.30(1 H,q,J=5Hz), 9.50(1H,s), 10.19(1H,brs), 1 0.36(1 H,brs). 
MS:m/e(ESI)563.0(MH+) 

Example 711 

Ethyl 3-{4-terT-butyl-6-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetylH -methyl-1 H- 
benzimidazol-2-yl}-propanoate hydrobromide 

[1620] 1H-NMR(DMSO-d6)5: 

1.20(3H,t,J=7Hz), 1 .28(3H,t,J=7Hz), 1.57(9H,s), 3.03(2H,t,J=7Hz), 3.1 8(2H,t,J=7Hz), 3.19(3H,d,J=5Hz), 3.92(3H,s), 
4.17(2H,q,J=7Hz), 4.37(2H,q,J=7Hz), 5.04(2H l s), 6.24(2H,s), 7.20(1H,s), 7.76(1H,s), 8.04(1 H,q,J=5Hz), 8.67(1H,s), 
9.56(1 H,s), 10.21(1H,brs), 10.32(1 H,brs). 
MS:m/e(ESI)562.0(MH+) 

Example 712 

{2-ferf-Butyl-6'dimethylamino-4-[2-(7-fluoro-lHmirio- 5,6-dimethoxy-1,3-dihydro-isoindol'2-yl)-acetyl]-phenoxy}' 
acetic acid trifluoroacetate 

[1 621 ] 1H-NM R(DMSO-d6)5: 

1.38(9H,s), 2.70(6H,s), 3.87(3H,s), 3.95(3H,s), 4.66(2H,s), 4.80(2H,s), 5.49(2H,s), 7.37(1 H,s), 7.51 (1H,s), 7.57(1 H, 

s), 9.09(1 H,brs), 9.31 (1 H,brs). 

MS:m/e(ESI)502.2(MH+) 

Example 713 

Ethyl {2-(1 -amino-1 -methyl-ethyl)-4-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]- 
phenoxy}-acetate hydrochloride 

[1622] 1 H-NMR(DMSO-d6)5; 

1.224(3H,t,J=7.2Hz), 1 .401 (3H,t,J=6.8Hz), 1.746(6H,s), 2.813(3H,d,J=4.4Hz), 4.1 88(2H,q,J=7.2Hz), 4.265(2H,q, 

J=6.8Hz), 4.852(2H,s), 5.097(2H,s), 5.633(2H,s), 7.269(1 H,d,J=8.8Hz), 7.514(1H,s), 7.943(1H,s), 8.048(1H,d, 
J=8.8Hz), 8.18-8. 24(1H,m), 8.560(1H,s), 8.587(2H,s), 9.658(1H,s), 9.999(1H,s). 

Example 714 

Ethyl {2-(1 -amino-1 -methyl-ethyl)-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl1-phenoxy}- 
acetate hydrochloride 

[1 623] 1 H-NM R(DMSO-d6)8: 

1 .223(3H,t,J=7.2Hz), 1 .283(3H,t,J=6.8Hz), 1 .389(3H,t,J=6.8Hz), 1 .759(6H,s), 4.1 03(2H,q,J=7.2Hz), 4.1 5-4.24(4H,m), 
4.816(2H,s), 5.097(2H,s), 5.676(2H,s), 7.263(1 H,d,J=8.8Hz), 7.329(1H,s), 7.954(1 H,d,J=2.0Hz), 8.034(1H,dd, 
J=2.0,8.8Hz), 8.668(2H,s), 9.141 (1H,s), 9.765(1 H,s). 
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Example 715 

Ethyl {2-fe^butyl-4-[2'(5'dimethylaminO'1-imino-6-methylcarbamoyl-1 t 3-dihydro-isoindol-2-yl)-acetyl1-phenylamino}- 
acetate hydrobromide 

[1624] 1 H-NMR(DMSO-d6)8: 

1.31(3H,t,J=7.2Hz), 1.38 (9H, s), 2.77(3H,d,J=4.4Hz), 2.92(6H,s), 3.70-3. 82(2H,m), 3.87(2H,s), 4.76(2H,s), 5.36(1 H, 
dd,J=5.6,2.0Hz), 5.46(2H,s), 7.1 5(1 H,s), 7.56(1 H,d,J=8.0Hz), 7.92(1 H,dd,J=8.0,2.4Hz), 8.01 (1 H,d,J=2.4Hz), 8.07(1 H, 
s), 8.38(1 H,q,J=4.4Hz), 11.69(1H,s). 

Example 716 

2-{2-[3-tert-Butyl-4-(3-cart3amoyl-propoxy)-5-m H- 
isoindole-5-carboxamide hydrobromide 

[1625] 1H-NMR(DMSO-d6)8: 

1.36(9H,s), 1.42(3H,t,J=7Hz), 1 .93-2.02(2H,m), 2.21 -2.28(2H,m), 3.87(3H,s), 4.03-4. 10(2H,m), 4.28(2H,q,J=7Hz), 
4.85(2H,s), 5.51 (2H,s), 6.78(1 H,brs), 7.33(1 H.brs), 7.51 (1H,s), 7.54(1 H,s), 7.56(1 H p s), 7.70(1 H.brs), 7.78(1 H.brs), 
8.62(1 H,s). 

Example 717 

4-{2-terf-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1-lmino- 1 ^-dihydro-isoindol^-yQ-acetyll-e-methoxy-phenoxyl-butylamide 
hydrobromide 

[1626] 1H-NMR(DMSO-d6)5: 

1.28(3H,t,J=7Hz), 1.37(9H,s), 1 .39(3H,t,J=7Hz), 1 .93-2.02(2H,m), 2.22-2.28(2H,m), 3.87(3H,s), 4.03-4.09(2H,m), 
4.11(2H,q,J=7Hz), 4.21 (2H,q,J=7Hz), 4.80(2H,s), 5.50(2H,s), 6.78(1 H.brs), 7.32(1 H,brs), 7.34(1 H,s) s 7.50(1 H,s), 7.54 
(1H.8). 

Example 718 

2-{2-[3-tert-Butyl-4-(3-carl3amoyl-propoxy)-5-meto^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1627] 1 H-NMR(DMSO-d6)S: 

1.38(9H,s), 1.42(3^^=7^), 1 .93-2.02(2H,m), 2.21-2.28(2H,m), 2.82(3H,d,J=5Hz), 3.87(3H,s), 4.03-4.1 0(2H,m), 
4.28(2H,q,J=7Hz), 4.85(2H,s), 5.51 (2H,s), 6.78(1 H,brs), 7.32(1 H.brs), 7.51 (1H,s), 7.55(1 H,s), 7.56(1 H,s), 8.21 (1H,q, 
J=5Hz), 8.56(1 H,s). 

Example 719 

[2-fert-Butyl-442-(5,6-diethoxy-7-fluoroO^ 
phenoxyl-acetic acid trifluoroacetate 

[1628] 1H-NMR(DMSO-d6)5: 

1.29(3H,t,J=6.8H2), 1.38(9H,s), 1.40{3H,t ( J=6.8Hz), 1.78-1 .84(1 H t m), 1 .97-2.05(1 H,m), 2.91 (1 H,brd,J=10.4Hz), 
3.04-3.09(1 H,m), 3.21 -3.40(2H,m), 4.11 (2H,q,J=6.8Hz), 4.20(2H,q,J=6.8Hz), 4.32(2H,ABq,J=1 6.0Hz), 4.34(1 H.br), 
4.78(2H,s), 5.49(2H,s), 7.33(1 H,s), 7.35(1 H,s), 7.44(1 H,s). 
MS:m/e(ESI)572.4(MH+) 

Example 720 

[2-fen-Butyl-4-[2-(2-cyclopropyl-7-imino-5,7-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-acetyl]-6-(3-hydroxypyrrolidi 
phenoxyl-acetic acid trifluoroacetate 

[1629] 1H-NMR(DMSO-d6)5: 

1 .08-1 .1 0(4H,m), 1 .38(9H,s), 1 .77-1 .84(1 H,m), 1 .99-2.06(1 H,m), 2.08-2.1 6(1 H,m), 2.90-2.96(1 H,m), 3.03-3.09(1 H,m), 
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3.29-3.40(21-1,171), 4.35(1H,br), 4.39(2H,ABq,J=15.6Hz), 4.82(2H,s), 5.57(2H,s), 7.37(1 H,d,J=2.0Hz), 7.45(1H,d, 

J=2.4Hz), 7.72(1 H.d.J^.OHz), 8.1 0(1 H,d,J=8.0Hz) > 9.47(1 H.brs), 9.66(1H,brs). 

MS:m/e(ESI)507.4(MH+) 

Example 721 

(1-{3-te/t-Butyl-5-[2-(5,6-diethoxy-7-f(uoro-1-M 
3-yloxy)-acetic acid trifluoroacetate 

[1630] 1 H-NMR(DMSO-d6)5: 

1.29(3H,t,J=6.8Hz), 1.38(9H,s), 1 .39(3H,t,J=6.8Hz), 1 .94-2.01 (1H,m), 2.07-2.14(1 H,m), 2.94(1 H t brd,J=8.0Hz), 
3.01 -3.1 7(2H,m), 3.37-3.42(1 H,m), 3.97(2H,s), 4.11(2H,q l J=6.8Hz) I 4.20(2H,q,J=6.8Hz), 4.25(1H,br), 4.78(2H,s), 
5.47(21-1^=8.0^), 7,32(1 H,s), 7.57(1 H,s), 7.70(1 H,s). 
MS:m/e(ESI)572.3(MH+) 

Example 722 

(1-{3-fert-Butyl-5-[2-(2-cyclopropyl-7-imino-5J-dih^ 
pyrrolidin-3-yloxy)-acetic acid trifluoroacetate 

[1631] 1H-NMR(DMSO-d6)5: 

1.08-1.10(4H,m), 1.39(9H,s), 1 .95-2.01 (1H,m). 2.1 0-2.1 5(1 H.m), 2.28-2.33(1 H,m), 2.94(1 H,brd,J=7.6Hz), 3.01-3.06 
(1H,m), 3.09-3.14(1 H,m), 3.41(1H,br), 4.00(2H s s), 4.27(1 H,br), 4.81 (2H,s), 4.53(2H,d,J=6.0Hz), 7.58(1 H,s), 7.69(1 H, 
s), 7.71(1H,d,J=8.0Hz), 8.09(1 H,d,J=8.4Hz). 
MS:m/e(ESI)507.3(MH+) 

Example 723 

Ethyl 4-{2-tert-butyl-4-[2-(2-cyclopropyl-7-im^ 
phenoxy}-butyrate hydrobromide 

[1 632] 1 H-NM R(DMSO-d6)5: 

1.00-1.14(4H,m), 1.17(3H,d,J=6.8Hz), 1.37(9H,s), 1 .80-1 .97(4H,m), 1.99-2. 12(2H,m), 2.26-2.37(1 H,m), 2.43-2.55(2H 
and DMSO.m), 3.05-3.1 8(4H,m), 3.75-3.93(2H,m), 4.05(2H,q,J=6.8Hz), 4.81 (2H,s), 5.54(2H,s), 7.36(1 H,s), 7.46(1 H, 
s), 7.71(1H,d l J=8.0Hz), 8.09(1 H,d,J=8.0Hz) l 9.46(1 H.brs), 9.65(1 H.brs). 
MS:m/e(ESI)547.4(MH+) 

Example 724 

Ethyl 5-{2-tert-butyl-4-[2-(2-cyclopropyl-7-imino-5J 
phenoxy}-pentanoate hydrobromide 

[1633] 1H-NMR(DMSO-d6)5: 

1. 05-1. 14(4H,m), 1.1 6(3H,t,J=6.8Hz), 1.38(9H,s), 1 .63-2.00(8H,m), 2.27-2.42(3H,m) ) 3.06-3.1 9(4H,m), 3.75«3.93(2H. 
m), 4.04(2H,q,J=6.8Hz), 4.81 (2H,s), 5.54(2H,s), 7.36(1 H.s), 7.46(1 H,s), 7.71 (1 H,d,J=8.0Hz), 8.09(1 H,d,J=8.0Hz), 
9.45(1 H.brs), 9.65(1 H.brs). 
MS:m/e(ESI)561.4(MH+) 

Example 725 

Ethyl 4-{2-te/t-butyl-4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1,3-dihydro-isoindol-2-yl)-acetyl]-6-(pyrr^ 
phenoxy}-butyrate hydrobromide 

[1634] 1H-NMR(DMSO-d6)6: 

1.17(3H,t,J=6.8Hz), 1.37(9H,s), 1 .82-1 .96(4H,m), 1 .99-2.11 (2H ( m) J 2.44-2.55(2H and DMSO.m), 3.05-3.1 8(4H,m), 
3.78-3.91 (5H,m), 3.95(3H,s), 4.05(2H ( q,J=6.8Hz), 4.79(2H,s), 5.47(2H,s), 7.35(1 H,s), 7.36(1 H.s), 7.45(1 H.s). 
MS:m/e(ESI)584.3(MH+) 
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Example 726 

Ethyl 5-{2-terf-butyl-4-[2-(7-fluoro-1 -imino-5,6- dimethoxy-1 t 3-dihydro-isoiridol-2-yl)-acetyl]-6-(pyrrolidin-1 -yl)- 
phenoxy}-pentanoate hydrobromide 

[1 635] 1 H-NM R(DMSO-d6)8: 

1.16(3H,t,J=6.8Hz), 1.37(9H ( S), 1 .62-1 .99(8H,m), 2.32-2.43(2H,m), 3.03-3.20(4H,m), 3.77-3.92(5H,m), 3.95(3H,s), 
4.04(2H,q,J=6.8Hz) > 4.79(2H,s), 5.47(2H,s), 7.36(2H,s), 7.45(1 H,s), 9.08(1 H.brs), 9.29(1 H.brs). 
MS:m/e(ESI)598.4(MH+) 

Example 727 

Ethyl 4-{3-tert-butyl-5-[2-(5-ethoxy-1-imino-6-meth^ 
phenoxy}-butyrate hydrobromide 

[1636] 1H-NMR(DMSO-d6)5: 

1 .1 7(3H,t,J=7.2Hz), 1 .36(9H,s), 1 .41 (3H,t,J=6.8Hz), 2.04-2.08(2H,m), 2.48-2.53(2H,m), 2.82(3H,d,J=4.8Hz), 3.89(3H, 
s), 4.04-4.12(4H,m) t 4.28(2H,q,J=7.2Hz), 4.85(2H,s), 5.51(2H,s), 7.50-7.56(2H,m), 8.21(1 H,d,J=5.2Hz), 8.55(1H,s). 
MS:m/e(ESI)568.3(MH+) 

Example 728 

Ethyl 4-{3-tert-butyl-5-[2-(5 l 6-diethoxy-7-fluoro-1-imin^^ 
butyrate hydrobromide 

[1637] 1 H-NMR(DMSO-d6)5: 

1 .1 7(3H,t,J=7.2Hz), 1 .29(3H,t,J=7.2Hz), 1 .36(9H,s). 1 .40(3H,t,J=6.8Hz), 2.03-2.08(2H,m), 2.47-2.53(2H,m), 3.88(3H, 
s), 4.04-4.1 4(6H,m) > 4.21(2H,q,J=6.8Hz), 4.80(2H,s) J 5.48(2H,s), 7.34(1 H,s), 7.50(1 H,d,J=2.0Hz), 7.52(1 H,d, 
J=2.0Hz). 

MS:m/e(ESI)573.3(MH+) 
Example 729 

Ethyl 4-{3-fert-butyl-5-[2-(7-fluoro-1-imino-5,6-dim^ 
butyrate hydrobromide 

[1638] 1 H-NMR(DMSO-d6)S: 

1.17(3H,t,J=7.2Hz), 1.36(9H,s), 2.05-2.08(2H,m), 2.45-2.54(2H,m), 3.87(3H,s), 3.89(3H,s), 3.96(3H,s), 4.04-4.12(4H, 

m), 4.81 (2H.S), 5.51 (2H,s), 7.37(1 H,s), 7.48-7.54(2H,m). 

MS:m/e(ESI)545.3(MH+) 

Example 730 

Ethyl 4-{8-te^butyl-6-r2-(5-dimethylamino-1^^ 
benzo[1 ,4]oxazin-4-yl}-butyrate hydrobromide 

[1 639] 1 H-NMR(DMSO-d6)5: 

1 .41 (3H,t,J=7.2Hz) 1 1 .34(9H,s), 1 .78-1 .85(2H l m) J 2.38(2H,t,J=7.2Hz), 2.77(3H,d,J=4.8Hz), 2.91 (6H,s), 3.32-3.38(4H, 
m), 4.04(2H,q,J=7.2Hz), 4.23-4.28(2H,m), 4.74(1 H,s), 5.44(1 H,s), 7.15(1H,s), 7.22(2H,s), 8.08(1 H,s), 8.38(1 H,d, 
J=4.8Hz). 

MS:m/e(ESI)578.4(MH+) 
Example 731 

Ethyl 4-{8-tert-butyl-6-[2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2,3-dihydro-benzo[1 ,4] 
oxazin-4-yl}-butyrate hydrobromide 

[1 640] 1 H-NM R(DMSO-d6)5: 
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1.15(3H,t,J=7.2Hz), 1.34(9H.s), 1.78-1 .84(2H,m), 2.38(2H,t,J=6.8Hz), 3.30-3.38(4H,m) > 3.87(3H,s), 3.98(3H,s), 4.04 

(2H,q,J=7.2Hz), 4.23-4.28(2H,m), 4.80(1 H,s), 5.47(1 H,s), 7.21 (2H,s), 7.36(1 H,s). 

MS:m/e(ESI)556.3(MH+) 

Example 732 

4-({3-terf-Butyl-5-[2-(5-ethoxy-1-imino-6-meth^^ 
methyl-amino)-bLityric acid hydrochloride 

[1641] 1 H-NMR(DMSO-d6)8: 

1.16(3H,t,J=7.2Hz), 1.41(9H,s), 1 .43(3H,t,J=6.8Hz), 1 .65(2H,quint,J=7.2Hz), 2.36(2H,t,J=7.2Hz), 2.56(3H,s), 2.84 
(3H,d,J=4.4Hz), 2.91(1H,t,J=7.2Hz), 4.03(2H,q,J=7.2Hz), 4.29(2H,q J J=6.8Hz) J 4.85(2H,s), 5.48(2H,s), 7.55(1 H,s), 
7.69(1 H,s), 7.77(1 H,s), 8.22(1 H,q,J=4.4Hz), 8.57(1 H,s), 9.22(1 H,s), 9.86(1 H,s). 

Example 733 

2- [2-(3-tert-Butyl-4-hydroxy-5-{[3- (hydro 

3- imino-2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 
[1642] 1 H-NMR(DMSO-d6)6: 

1.41(9H,s), 1.43(3H,t,J=7.2Hz), 1 .62(2H,quint,J=7.2Hz), 2.10(2H,t,J=7.2Hz) > 2.57(3H,s), 2.84(3H,d,J=4.8Hz), 2.87 
(2H,t,J=7.2Hz), 4.29(2H,q,J=7.2Hz), 4.47(2H,t,J=6.0Hz) > 4.86(2H,s), 5.46(2H,d), 5.51 (1 H,t, J=6.0Hz), 7.55(1 H ,s), 7.68 
(1H,s), 7.75(1H,s), 8.23(1 H,q,J=4.8Hz), 8.46(1 H.t^.OHz), 8.57(1H,s), 9.17(1H,s), 9.83(1H,s). 

Example 734 

2-[2-(7-tert-Butyl-2-methyl-benzoxazol-5-yl)-2-oxo-eth^^ 
acid methylamide hydrobromide 

[1 643] 1 H-NM R(DMSO-d6)5: 

1.43(3H,t,J=6.8Hz), 1.49(9H,s), 2.72(3H,s), 2.85(3H,d,J=4.4Hz), 4.30(2H,q,J=6.8Hz), 4.90(2H,s), 5.61 (2H,s), 7.57 
(1H,s), 7.85(1 H,d,J=1.2Hz), 8.23(1 H,q,J=4.4Hz), 8.28(1 H,d,J=1 .2Hz), 8.59(1 H,s), 9.26(1 H,s), 9.89(1 H,s). 

Example 735 

Ethyl {5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-1 ,3,3-trimethyl-2,3-dihydro-1 H- 
indol-2-yl)-acetate hydrobromide 

[1644] 1H-NMR(DMSO-d6)5: 

1 .072(6H,s), 1 .202(3H,t,J=7.2Hz), 1 .401 (3H,t, J-6.8HZ), 2.57-2.74(2H,m), 2.81 5(3H,d,J=4.8Hz) ) 3.608(1 H,t,J=6.4Hz), 
4.116(2H,q,J=7.2Hz), 4.265(2H,d,J=6.8Hz), 4.830(2H,s), 5.381(2H,s), 6.608(1 H,d,J=8.4Hz), 7.516(1H,s), 7.612(1H, 
d,J=1.6Hz), 7.785(1 H,dd,J=1. 6,8.4Hz), 8.213(1 H,q,J=4. 8Hz), 8.537(1 H,s), 9.224(1 H,s), 9.814(1 H,s). 

Example 736 

Ethyl {5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetylH ,3,3-trimethyl-2,3-dihydro-1 H-indol-2-yl}- 
acetate hydrobromide 

[1645] 1 H-NMR(DMSO-d6)6: 

1 .072(6H,s), 1 .203(3H,t,J=7,.2Hz), 1 .282(3H,t,J=6.8Hz), 1 .387(3H,t ( J=6.8Hz), 2.57-2.74(2H,m), 3.606(1 H,t ) J=6.4Hz), 
4.07-4.1 5(4H,m), 4.201 (2H,d,J=7.2Hz), 4.778(2H,s), 5.364(2H,s), 6.606(1 H,d,J=8.0Hz), 7.312(1H,s), 7.600(1H,d, 
J=1 .6Hz), 7.785(1 H,dd,J=1 .6,8. 0Hz). 
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Example 737 

({2-tert-Butyl-4-[2-(5 t 6-diethoxy-7-fl^ acid 
trifluoroacetate 

[1646] 1H-NMR(DMSO-d6)5: 

1 ,29(3H,t,J=7.2Hz), 1 ,39(3H,t,J=6.8Hz), 1 .44(9H,s), 2.62(3H,s), 3.50(2H,s), 4.1 0(2H,q,J=7.2Hz), 4.20(2H l q,J=6.8Hz), 
4.80(2H,s), 5.47(2H,s), 7.33(1H,s), 7.65(1 H,d,J=8.4Hz), 7.891 H,d,J=8.4Hz), 7.93(1H,s), 9.02-9.10(1H,m), 9.23-9.34 
(1H,m). 

Example 738 

Ethyl [2-terf-butyl-4-r2-(5-ethoxy-lHmino-6-methylcamamoyl-1,3-dihydro-isoindol-2-y 
pyrrolidin-1 -yl)-phenoxy]-acetate hydrochloride 

[1 647] 1 H-NM R(DMSO-d6)5: 

1.23(3^^=6.8^), 1.37(9H,s), 1 .41 (3H,t,J=6.8Hz), 1 .78-1 .84(1 H.m), 1 .98-2.09(1 H,m), 2.73-2.77(1 H,m), 2.82(3H,d, 
J=4.4Hz), 2.78-2.84(1 H,m), 2.90-2.97(1 H,m), 3.03-3.09(1 H,m), 4.21 (2H,q,J=6.8Hz), 4.27(2H,q,J=6.8Hz), 4.35(1 H, 
br,), 4.60(2H,s), 4.83(2H,s), 5.56(2H,s), 7.40(1 H,s), 7.47(1 H,s), 7.53(1 H,s), 8.21(1 H.brs), 8.56(1 H,br), 9.36(1 H.br). 
MS:m/e(ESI)595.5(MH+) 

Example 739 

Ethyl [2-te/t-butyl-4-[2-(2-cyclopropyl-7-imino-5y-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-acetyl]-6-(3-hydroxy-pyrrolidin- 
1 -yl)-phenoxy]-acetate hydrochloride 

[1 648] 1 H-NM R(DMSO-d6)S: 

1.08-1.10(4H,m), 1.23(3H,t,J=6.8Hz), 1.38(9H,s), 1 .77-1 .84(1 H,m), 1 .97-2.05(1 H,m), 2.29-2.35(1 H,m), 2.93(1H,brd, 
J=10.0Hz), 3.02-3.09(1 H,m), 3.26-3. 42(2H,m), 4.21 (2H,q l J=6.8Hz), 4.33(1 H.brs), 4.49(2H,ABq,J=15.6Hz), 4.82(2H, 
s), 5.81 (2H,s), 7.40(1 H,s), 7.46(1 H,s), 7.72(1 H,d J J=8.4Hz) 1 8.09(1 H,d,J=8.4Hz), 9.60(1 H,br), 9.67(1 H.br). 
MS:m/e(ESI)535.3(MH+) 

Example 740 

Ethyl [2-terf-butyl-4-[2-(5,6-diethoxy-7-f (uoro-1 -imino-1 .S-dihydro-isoindol^-yQ-acetyll-e-tS-hydroxypyrrolidin-l -yl)- 
phenoxyj-acetate hydrochloride 

[1 649] 1 H-NM R(DMSO-d6)S: 

1.19(3Ht,J=6.8Hz), 1.29(3H,t,J=6.8Hz), 1 .38(9H,brs), 1 .39(3H,t,J=6.8Hz), 1 .93-2.02(1 H,m), 2.10-2.19(1 H,m), 2.92 
(IH.dd.^.O.IO.OHz), 2.99-3.04(1 H,m), 3.12(1H,dd,J=7.6,15.6Hz), 3.44(1 H,dd,J=6.4,10.0Hz), 4.01 (1 H,q,J=6.8Hz), 
4.1 2(2H l q ) J=6.8Hz), 4.15(2H,s), 4.21 (2H,q,J=6.8Hz), 4.28(1 H.br), 4.78(2H,s), 5.51 (2H,s), 7.33(1 H,s), 7.59(1 H,s), 7.63 
(1H,s). 

MS:m/e(ESI)600.5(MH+) 
Example 741 

Ethyl (1 -{3-tert-butyl-5-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxy-phenyl}- 
pyrrolidin-3-yloxy)-acetate hydrochloride 

[1650] 1H-NMR(DMSO-d6)5: 

1.18(3H,t,J=6.8Hz), 1.39(9H,s), 1 .41 (3H,t,J=6.8Hz), 1 .94-2.02(1 H,m), 2.11 -2.18(1 H,m), 2.82(3H,d l J=3.6Hz), 
2.94-2.98(1 H,m), 3.03-3.09(1 H,m), 3.12-3.19(1 H,m), 3.45-3.49(1 H,m), 4.11 (2H,q,J=6. 8Hz), 4.16 (2H, s) , 4.25(2H,q, 
J=6.8Hz), 4.83(2H,s), 5.52(2H,s), 7.52(1 H,s), 7.62(1 H,s), 7.66(1 H,s), 8.21 (1H,m), 8.56(1 H,s), 9.38(1 H,be), 9.93(1 H, 
br). 

MS:m/e(ESI)595.4(MH+) 
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Example 742 

Ethyl (1-{3-tert-butyl-5-[2-(2-cycloprop^ 
pyrrolidin-3-yloxy)-acetate hydrochloride 

[1651] 1H-NMR(DMSO-d6)8: 

1.08-1.10(4H,m), 1.18(3H,t,J=6.8Hz), 1.38(9H t s), 1 .96-2.03(1 H,m), 2.12-2.1 7(1 H,m), 2.28-2.34(1 H,m), 2.98(1H,brd, 
J=9.2Hz), 3.06-3.11 (1 H,m), 3.1 3-3.1 9(1 H,m), 3.49(1 H,dd,J=5.2,9.6Hz), 4.11 (2H l q > J=6.8Hz) ) 4.16(2H,s), 4.30(1 H.brs), 
4.82(2H,s), 5.58(2H,s), 7.62(1 H,s), 7.67(1 H,s), 7.71(1H,d,J=8.0Hz), 8.09(1 H,d,J=8.0Hz), 9.61 (1 H.brs), 9.66(1 H,brs). 
MS:m/e(ESI)535.3(MH+) 

Example 743 

2-{2-fertButyl-4-[2-(5-ethoxy-1-imino-6-methyfc^ 
phenoxy}-acetoxymethyl 2,2-dimethylpropionate hydrobromide 

[1652] 1 H-NMR(DMSO-d6)5: 

1.15(9H,s), 1.37(9H,s), 1 .41 (3H,t,J=7.2Hz), 1 .84-1 .89(4H,m), 2.82(3H f d,J=4.8Hz), 3.06-3.12(4H,m), 4.28(2H,q, 
J=7.2Hz), 4.58(2H,s), 4.83(2H,s), 5.49(2H,s), 5.83(2H,s) ) 7.43(1 H,s), 7.49(11-1,5), 7.53(1 H,s), 8.20(1 H,q,J=4.8Hz), 
8.55(1 H,s), 9.15(1 H.brs), 9.82(1 H,brs). 
MS:m/e(ESI)665.4(MH+) 

Example 744 

2- (5,6-Diethoxy-7-fluoro-1-imino-1,3-di^ 
ethanone hydrobromide 

[1 653] 1 H-NM R(DMSO-d6)5: 

1.02(3H,s), 1.14(3H,d,J=6.4Hz), 1 .21 -1 .30(9H,m), 1 .39(3H,t,J=6.8Hz), 2.79(3H,s), 3.10-3.20(1 H,m), 4.10(2H,q, 
J=6.8Hz), 4.19(2H,q,J=6.8Hz), 4.76(2H,s) ! 5.33(2H,s), 6.59(1 H,d,J=8.4Hz), 7.31(1H,s), 7.60(1H,s), 7.75(1H, d, 
J=8,4Hz). 

MS:m/e(ESI)454.2(MH+) 
Example 745 

Ethyl {2-tertbutyl-4-[2-(5,6-diethoxy-7-fluoro-1-M 
acetate hydrobromide 

[1 654] 1 H-NM R(DMSO-d6)5: 

1.27(3H,t,J=7Hz), 1.31(3H,t,J=7Hz), 1.39(9H,s), 1 .42(3H,t,J=7.0Hz), 2.95-3.01 (4H,m), 3.69-3.77(4H,m), 4.13(2H,q, 
J=7z), 4.23(2H,q,J=7Hz), 4.25(2H,q,J=7Hz), 4.81 (2H,s), 4.92(2H,s), 5.53(2H,s), 7.35(1 H,s), 7.57(1 H,s), 7.66(1 H,s), 
9.08(1 H.brs), 9.33(1 H.brs). 

Example 746 

(1-{3-tert-Butyl-5-[2-(7-fluoro-1-im^ 

3- yloxy)-acetic acid trifluoroacetate 

[1655] 1 H-NMR(DMSO-d6)5: 

1 .38(9H,s), 1 .86-1 .96(1 H,m), 2.02-2.1 2(1 H,m), 2.89-2.95(1 H,m), 3.01 -3. 1 8(2H,m), 3.36-3.42(1 H,m), 3.86(3H,s), 3.95 
(3H,s), 3.99(2H,brs), 4.23-4.27(1 H,m), 4.80(2H,s), 5.47(2H ) d,J=7.2Hz), 7.35(1 H,s), 7.58(1 H,s), 7.70(1 H,s). 
MS:m/e(ESI)544.4(MH+) 
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Example 747 

Ethyl (1 -{3-tert-butyl-5-[2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl1-2-hydroxy-phenyl}- 
pyrrolidin-3-yloxy)-acetate hydrochloride 

[1656] 1 H-NMR(DMSO-d6)S: 

1 .1 9(3H,t,J=6.8Hz), 1 .38(9H,s), 1 .96-2.02(1 H.m), 2. 1 1 -2.1 9(1 H,m), 2.94-2.97(1 H.m), 3.02-3.09(1 H,m), 3.1 2-3.1 8(1 H, 
m), 3.47(1 H,dd,J=6.0,1 0.4Hz), 3.86(3H,s), 3.95(3H,s), 4.11 (2H,q,J=6.8Hz), 4.27-4.32(1 H,m), 4.79(2H,s), 5.52(2H,s), 
7.36(1 H,s), 7.60(1 H,s). 7.65(1 H,s), 9.09(1 H,s). 9.45(1 H,s). 
MS:m/e(ESI)572.3(MH+) 

Example 748 

Methyl 3-{3-fert-butyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxy- benzylamino}- 
propanoate hydrochloride 

[1657] 1 H-NMR(DMSO-d6)5: 

1.29(3H,t,J=6.8Hz), 1 .40(3H,t,J=6.8Hz), 1.41(9H,s), 2.84(2H,t,J=7.2Hz), 3.1 9-3.27(2H,m), 3.63(3H,s) t 4.11(2H,q, 
J=7.2Hz), 4.21(2H,q/J=7.2Hz), 4.31 (2H,brs), 4.80(2H,s), 5,51(2H,s), 7.34(1H,s), 7.86(1H,s), 8.10(1H,s), 9.08(1H,s), 
9.13-9.1 7(1 H,m), 9.45(1H,s), 10.20(1H,s). 
MS:m/e(ESI)544.3(MH+) 

Example 749 

1-{3-te^Buryl-5-[2-(5,6-diethoxy-7-fluoro-1-im^ 
pyrrolidine-2-carboxylic acid trifluoroacetate 

[1658] 1H-NMR(DMSO-d6)5: 

1.29(3H l t,J=6.8Hz), 1.38(9H,s), 1 .40(3H,t,J=6.8Hz), 1 .88-1 .98(1 H,m), 2.13-2.21 (2H,m), 2.28-2.38(1 H,m), 3.78-3.84 
(1H,m), 4.12(2H,q,J=6.8Hz), 4.20(2H,q,J=6.8Hz), 4.23(1 H.brs), 4.71 (1 H,d f J=14.4Hz), 4.78(2H,s), 5.40(2H,s), 7.32 
(1H,s), 7.69(1 H,s), 7.73(1 H,s). 
MS:m/e(ESI)570.4(MH+) 

Example 750 

Methyl 1 -{3-re/t-butyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ) 3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxybenzyl}-5-oxo- 
pyrrolidine-2-carboxylate hydrochloride 

[1659] 1 H-NMR(DMSO-d6)5: 

1.29(3H,t,J=6.8Hz), 1 .38(9H,s), 1 .40(3H,t,J=6.8Hz), 2.02-2.09(1 H,m), 2.32-2.45(3H,m), 3.64(3H,s), 4.12(2H,q, 
J=6.8Hz), 4.20(2H,q,J=6.8Hz), 4.29(1 H,d,J=1 7.6Hz), 4.39-4.45(1 H,m), 4.63(1 H,d,J=1 4.4Hz), 4.79(2H,s), 5.49(2H,d, 
J=8.4Hz), 7.33(1 H,s), 7.72(1 H,s), 7.78(1 H,s), 9.06(1 H,s), 9.46(1 H,s), 1 0.03(1 H,s). 
MS:m/e(ESI)584.3(MH+) 

Example 751 

(Acetyl-{3-rerr-butyl-5-[2-(7-fluoro-1-imino-5 > 6-dimethoxy-1,3-dihydro-lsoindol-2-yl)-acetyl]-2-hydroxy-benzyl}- 
amino)-acetic acid trifluoroacetate 

[1660] 1 H-NMR(DMSO-d6)8: 

1.35(9H,s), 1.96(3H,s), 2.49(2H,s), 3.86(3H,s), 3.95(3H,s), 4.39(2H,s) p 4.80(2H,s), 5.47(2H,s), 7.34(1 H,s), 7.76(1 H, 

s), 7.88(1 H,s), 8.31(1 H,s). 

MS:m/e(ESI)530.2(MH+) 
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Example 752 

Ethyl (4-{3-terf-butyl-5-[2-(5-ethoxy-1-im^ 
1 -yl)-acetate hydrobromide 

[1661] 1H-NMR(DMSO-d6)5: 

1.16(3H,t,J=7.2Hz), 1.32(9H,s), 1 .41(3H,t,J=7.2Hz), 2.35-2.55(8H,m) 1 2.82(3H,d ) J=4.0Hz), 3.18(2H,s), 3.56(2H,s), 
4.05(2H,q,J=7.2Hz), 4.28(2H,q,J=7.2Hz), 4.86(2H,s), 5.52(2H,s), 7.54(11-1,3), 7.67(1 H,s), 7.75(1 H p s), 7.87(1 H,s), 8.21 
(1H,d,J=4.0), 8.56(1 H,s), 9.28(1 H.brs). 
MS:m/e(ESl)592.5(MH+) 

Example 753 

Ethyl {2-fertbutyl-4-[2-(5-ethoxy-1-metto^ 
6-(pyrrolidin-1-yl)-phenoxy}-acetate 

[1 662] 1 H-NM R(DMSO-d6)8: 

1 .32(3H,t,J=6.8Hz), 1 .41 (9H,s), 1 .55(3H,t,J=6.8Hz), 1 .88-1 .95{4H,m) > 3.01 (3H,d,J=4.8Hz), 3.08-3.25(4H,m), 3.85(3H, 
s), 4.1 9-4.35(4H 1 m), 4.51 (2H,s), 4.62(2H,s), 5.1 0(2H,s), 6.99(1 H,s), 7.46(1 H,s), 7.56(1 H,s), 7.64-7.73(1 H,m), 8.81 (1 H. 
s)- 

MS:m/e(ESI)637.4(MH+) 
Example 754 

2-[2-(7-fert-Butyl-2-methoxymethyl-benzoxazol-5-yQ 
5-carboxylic acid methylamide hydrobromide 

[1663] 1H-NMR(DMSO-d6)5: 

1.45(3H,t,J=6.8Hz), 1.50(9H,s), 2.86(3H,d,J=4.4Hz), 3.47(3H,s), 4.31 (2H,q,J=6.8Hz), 4.82(2H,s), 4.92(2H,s), 5.63 
(2H,s), 7.51 (1 H,s), 7.91 (1 H,d,J=1 .6Hz), 8.23(1 H,m), 8.39(1 H,d,J=1 .6Hz), 8.61 (1 H,s), 9.30(1 H,m), 9.92(1 H,m). 

Example 755 

Ethyl 7-tert-butyl-5-[2-(5-ethoxy-1 -imino-6- methylcarbamoyl-1 ^-dihydro-isoindol^-yQ-acetyll-benzoxazole- 
2-carboxylate hydrobromide 

[1664] 1H-NMR(DMSO-d6)5: 

1.40(3H,t ( J=6.8Hz), 1.44(3H,t,J=7.2Hz), 1.52(9H,s), 2.85(3H,d,J=4.4Hz), 4.29(2H,q,J=6.8Hz), 4.49(2H,q,J=7.2Hz), 
4.92(2H,s), 5.63(2H,s), 7.57(1 H,s), 8.02(1 H,s), 8.24(1 H,q,J=4.4Hz), 8.57(1 H,s), 8.60(1 H,s), 9.28(1 H f s). 9.91 (1H,s). 

Example 756 

{3-tert-Butyl-5-(2-(5-ethoxy-1-imino-6-methylca^ acid 
trifluoroacetate 

[1665] 1H-NMR(DMSO-d6)5: 

1.33(9H,s), 1.41(3H,t,J=7.2Hz), 2.82(2H,d,J=4.8), 4.13(2H,s), 4.26(2H,q,J=7.2Hz), 4.64(2H,s), 4.87(2H,s), 5.52(2H, 
s), 7.54(1 H,s), 7.75(1 H,s), 7.82(1 H,s), 7.91 (1H,s), 8.21 (1 H,d,J=4.8Hz), 8.56(1 H,s), 9.24(1 H.brs), 9.86(1 H.brs). 

Example 757 

2^2-[3-fe^Butyl-5-(3-cyano-propoxy)-4-hy 
5-carboxylic acid methylamide trifluoroacetate 

[1666] 1H-NMR(DMSO-d6)5: 

1.42(9H,S), 1.44(3H,t,J=7.2Hz), 2.11{2H,m), 2.85(3H,d ( J=4.4Hz), 4.12(2H,t,J=5.6Hz), 4.30(2H,q,J=7.2Hz), 4.86(2H, 
s), 5.49(2H,s), 7.46(1 H,s), 7.55(2H,s), 8.22(1 H,m), 8.59(1 H,s), 9.21 (1H,m), 9.86(1 H,m). 
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Example 758 

2-(2-{3-tert-Butyl^-hydroxy-5-[3-(2-m 

1 H-isoindole-5-carboxylic acid methylamide trifluoroacetate 

[1667] 1H-NMR(DMSO-d6)8: 

1.45(9H,s), 1.53(3H,t > J=7.2Hz) J 2.11(2H,m), 3.30(3H,s), 3.54(2H,m), 3.61(2H,m), 3.69(2H,t,J=7.2Hz), 4.22(4H,m), 
4.36(2H,q l J=7.2Hz), 4.90(2H,s), 5.43(2H,s). 7.48(1 H.sz), 7.52(1 H,s), 7.67(1 H,s), 8.54(1 H,s). 

Example 759 

Ethyl {4-[2-(1-acetoxymethoxycarbonyliminO'5-ethoxy-6-methylcarfaamoyt-1,3-dihydro-isoindol-2 
butyl-6-(pyrrolldin-1-yl)-phenoxy}-acetate 

[1 668] 1 H-NMR(DMSO-d6)S: 

1 .33(3H,t,J=7.2Hz), 1 .42(9H,s), 1 .55(3H,t,J=7.2Hz), 1 .87-1 .97(4H,m), 2.1 5(3H,s), 3.00(31-1^=4.81^), 3.11 -3.22(4H, 
m) t 4.18-4.36(4H,m), 4.51(2H,s), 4.64(2H,s), 5.14(2H,s), 5.88(2H,s), 6.99(1H,s), 7.44(1H,s), 7.50-7.65(2H,m), 8.88 
(1H,s). 

Example 760 

Ethyl 1 -{3-terf-butyl-5-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2- methoxy-phenyl}- 
pyrrolidine-2-carboxylate hydrobromide 

[1 669] 1 H-NM R(DMSO-d6)5: 

1.10(3H,t,J=7Hz), 1.41(9H,s), 1 .54(3H 1 t,J=7Hz), 1 .91-2.13(3H,m), 2.45(1 H,q,J=7Hz), 3.13(3H } d,J=5Hz), 3.32(1H,br. 
t,J=7Hz), 3.74(1 H,br.t,J=7Hz), 3.75(3H,s), 4.01(1H,qd l J=7,2Hz) > 4.02(1 H,qd,J=7,2Hz), 4.46(2H,brs), 4.58(1 H,t, 
J=7Hz), 4.86(2H,s), 6.12(2H,s), 7.35(1 H,s), 7.61 (1 H,d,J=2Hz), 7.66(1 H,d,J=2Hz), 8.30(1 H,m), 9.50(1 H,m). 
MS:m/e(ESI)579.0(MH+) 

Example 761 

Ethyl 1 -{3-tert-butyl-5-[2-(5,6-diethoxy-7-f luoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxyphenyl}- 
pyrrolidine-2-carboxylate hydrobromide 

[1670] 1H-NMR(DMSO-d6)5: 

1.24(6H,t,J=7Hz), 1.40(91-1,8), 1 .53(3H,t l J=7Hz), 1 .92-2.12(3H,m), 2.42-2.49(1 H,), 3.35(1 H,t,J=6Hz), 3.71(1H,t, 
J=6Hz), 3.73(3H,s), 4.01 (2H,m) ( 4.18(4H,q,J=7Hz), 4.60(1 H,t,J=6Hz), 4.77(2H,s), 6.09(2H,s), 6.85(1 H,s), 7.62(2H,s). 
MS:m/e(ESI)584.0(MH+) 

Example 762 

Ethyl 1-{3-tertbutyl-5-[2-(2-cyclopropyl-7-imi^ 
pyrrolidine-2-carboxylate hydrobromide 

[1671] 1H-NMR(DMSO-d6)S: 

^^^(3H^ i J=7Hz) t 1.15-1 .25(4H J m), 1.40(9H,s), 1 .92-2.11 (4H,m), 2.15-2.21 (1H,m), 2.41 -2.49(1 H,m), 3.35(1H,t, 
J=7Hz), 3.71(1H,t,J=7Hz), 3.73(3H,s), 4.01 (1 H ) qd,J=7 J 4Hz) ( 4.02(1 H.qd.qd^^Hz), 4.60(1 H,t,J=7Hz), 4.82(2H,s), 
6.20(2H,s), 7.54(1 H,d,J=8Hz), 7.63(1 H,d,J=2Hz), 7. 64 (1 H,d,J=2Hz), 7.79(1 H,d,J=8Hz). 
MS:m/e(ESI)519.0(MH+) 

Example 763 

Ethyl {4-terf-butyl-6-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-?soindol-2-yl)-acetyl]-benzimidazol-1 -yl}- 
acetate hydrobromide 

[1672] 1 H«NMR(DMSO-d6)5: 

1.24(3H,t,7Hz), 1.41(3H l t,J=7Hz) > 1.57(9H,s), 2.84(3H,d ( J=5Hz), 4.1 9(2H,q,J=7H), 4.30(2H,q,J=7Hz), 4.89(2H jS ), 
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5.37(2H,s), 5.54(2H,s), 7.55(1 H,s), 7.71 (1 H,d,=2Hz), 8.21(1H,q,J=5Hz), 8.26(1 H,d,J=2Hz), 8.44(1 H,s), 8.57(1 H,s). 
MS:m/e(ESI)534.0(MH+) 

Example 764 

Ethyl {4-te/t-butyl-6-[2-(5,6-diethoxy-7-f luoro-1 -imino-1 ,3-dihydroHSOindol-2-yl)'acetyl]-benzjmidazol-1 -yl}-acetate 
hydrobromide 

[1 673] 1 H-NM R(DMSO-d6)5: 

1.21(3H,t,J=7Hz), 1.42(3H,t,J=7Hz), 1 .55(3H,t,J=7Hz) t 1.60(9H,s), 4.18-4.25(4H,m), 4.23(2H,q,J=7Hz), 5.02(2H,s), 
5.41(2H,s), 6.14(2H,s), 6.90(1H,s), 7.00(1H,s), 7.98(1H,s), 8.54(1 H.brs), 8.99(1H,brs), 10.78(1 H.brs). 
MS:m/e(ESI)539.0(MH+) 

Example 765 

Ethyl {4-fer^utyl-6-[2-(2-cyclopropyl-7-imino^ 
acetate hydrobromide 

[1 674] 1 H-N MR(DMSO-d6)5: 

1 .12-1 .24(4H,m) > 1 .35(3H,t,J=7Hz), 1 .60(9H,s), 2.17-2.24(1 H,m), 4.32(2H,q,J=7Hz), 5.05(2H,s), 5.29(2H,s), 6.23(2H, 
s), 7.31(1H,brs), 7.37(1 H,d,J=8Hz), 7.82(1 H.d.J^Hz), 7.84(1 H,d,J=8Hz), 8.08(1H,s), 8.85(1 H,d,J=2Hz). 
MS:m/e(ESI)474.0(MH+) 

Example 766 

242-[3-ferf-Butyl^-(3-cart3amoyl-propoxy)-5-methoxyphenyl]-2-oxo-ethyl}-6-dimethylamino-3-imin 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1675] 1H-NMR(DMSO-d6)5: 

1.39(9H,s), 1.95-2.04(2H,m), 2.23-2.30(2H,m), 2.79(3H,d,J=5Hz), 2.93(6H 1 s), 3.89(2H,s), 4.05-4.11 (2H,m), 4.76(2H, 
s), 5.48(2H,s), 6.80(1 H.brs), 7.17(1H,s), 7.34(1 H.brs), 7.52(1 H,s), 7.57(1 H,s), 8.09(1 H,s), 8.38(1 H,q t J=5Hz). 

Example 767 

2-{2-[7-fe^Butyl-2-(2-cyano-ethyl)-benzoxazol-5-yl]-2-oxo-ethyl}-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole- 
5-carboxylic acid methylamide hydrobromide 

[1 676] 1 H-NM R(DMSO-d6)8: 

1.44(3H,t,J=6.8Hz), 1.50(9H,s), 2.85(3H,d 1 J=4.8Hz), 3.12(2H ) t > J=6.4Hz) f 3.45(2H,t,J=6.4Hz), 4.31 (2H,q,J=6.8Hz), 
4.91 (2H,s), 5.61 (2H,s), 7.56(1 H,s), 7.88(1 H,d,J=1 .2Hz), 8.23(1 H.m), 8.37(1 H,d,J=1 .2Hz), 8.60(1 H,s), 9.28(1 H,m), 
9.90(1H,m). 

Example 768 

2- {2-[7-ferf-Butyl-2-(2-carbamoyl-ethyl)-benzoxazol-5-yl]-2-oxo-ethyl}-6-ethoxy-3-imino-2 > 3-dihydro-1H-isoindole- 
5-carboxylic acid methylamide hydrobromide 

[1677] 1H-NMR(DMSO-d6)5: 

1.44(3H,t,J=6.8Hz), 1.49(9H,s), 2.71 (2H,t,J=7,2Hz), 2.85(3H,d,J=4.8Hz), 3.23(2H,t,J=7.2Hz), 4.30(2H,q,J=6.8Hz), 
4.91 (2H,s), 5.60(2H,s), 6.93(1 H,s), 7.49(1 H,s), 7.56(1 H,s) f 7.84(1 H,d,J=1 .6Hz), 8.23(1 H,m), 8.28(1 H,d,J=1 .6Hz), 8.60 
(1H,s), 9.28(1 H,m), 9.91(1H,m). 

Example 769 

3- {7-terf-Butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-benzoxazol-2-yl)- 
propanoic acid trifluoroacetate 

[1678] 1 H-NMR(DMSO-d6)5: 
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1.44(3H,t,J=7.2Hz), 1.49(9H,s), 2.85(3H,d l J=4.8Hz), 2.88(2H,t,J=7.6Hz), 3.27(2H J t,J=7.6Hz), 4.30(2H,q,J=7.2Hz), 
4.91 (2H,s), 5.59(2H,s) > 7.56(1 H,s), 7.85(1 H,d,J=1 .2Hz), 8.23(1 H,m), 8.31 (1H,d,J=1 .2Hz), 8.60(1 H,s), 9.28(1 H,m), 
9.90(1 H,m). 

Example 770 

2-{2-[3-te^Butyl^-hydroxy-5-(3-methylcarta 
isoindole-5-cafboxylic acid methylamide hydrobromide 

[1679] 1 H-NMR(DMSO-d6)6: 

1.41(9H lS ), 1.44(3H,t J J=7Hz), 1 .97-2.06(2H,m), 2:26-2.35(2H,m), 2.58(3H,d, J=5Hz), 2.84(3H,d,J=5Hz), 4.03-4.10 
(2H,m), 4.29(2H,q,J=7Hz), 4.85(2H,s), 5.48(2H,s), 7.44(1 H,s), 7.53(1 H,S), 7.55(1 H,s), 7.72(1 H,q,J=5Hz), 8.22(1 H,q, 
J=5Hz), 8.57(1 H,s). 

Example 771 

2-{2-[3-te^Butyl-5-(3-dimethylcart3amoyl-propoxy)-4-hydroxy-phenyl]-2-oxo-ethyl}-6-^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1680] 1H-NMR(DMSO-d6)5: 

1.41(9H,s), 1.43(3H,t,J=7Hz), 1 .96-2.06(2H ) m) ) 2.52-2.59(2H,m) > 2.83(3H,s), 2.85(3H,d,J=5Hz), 2.98(3H,s) > 
4.06-4.1 4(2H,m), 4.30(2H,q,J=7Hz), 4.85(2H,s), 5.48(2H,s), 7.46(1 H,s), 7.53(1 H,s), 7.55(1 H,s), 8.22(1 H,q, J=5Hz), 
8.58(1 H,s). 

Example 772 

2-{2-[3-tert-Butyl^-methoxy-5-(3-methyfc 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1681] 1H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.43(3H,t,J=7Hz), 1 .98-2.08(2H,m), 2.26-2.33(2H 1 m) ) 2.57(3H > d,J=5Hz) I 2.84(3H,d I J=5Hz) I 3.92(3H J s), 
4.05-4.12(2H,m), 4.29(2H,q,J=7Hz), 4.86(2H,s), 5.53(2H J s), 7.53(2H,s), 7.56(2H,s), 7.78-7.88(1 H,m), 8.22(1H,q, 
J=5Hz), 8.58(1 H,s). 

Example 773 

2-{2-[3-/ert-Butyl-5-(3-dimethylcarbamoyl-propoxy)-4-methoxy-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2,3-dihydro- 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[1682] 1H-NMR(DMSO-d6)8: 

1 .38(9H,s), 1 .44(3H,t,J=7Hz), 1 .98-2.08(2H,m) > 2.45-2.56(2H,m), 2.83(3H,s), 2.85(3H,d,J=5Hz), 2.98(3H,s), 3.92(3H, 
S), 4.08-4.1 6(2H,m), 4.30(2H,q,J=7Hz), 4.86(2H,s), 5.52(2H,s), 7.55(3H,s), 8.22(1 H,q,J=5Hz), 8.58(1 H,s). 

Example 774 

2-[2-(7-rerf-Butyl-benzoxazol-5-yl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-carboxylic acid 
methylamide hydrobromide 

[1683] 1H-NMR(DMSO-d6)5: 

1 .43(3H,t,J=6.8Hz), 1.50(9H,s), 2.85(3H,d,J=4.8Hz), 4.31 (2H,q f J=6.8Hz), 4. 91 (2H, s) , 5. 62 (2H, s) , 7.57(1 H,s), 
7.93(1 H,s), 8.23(1 H,q,J=4.8Hz) > 8.45(1H,s), 8.59(1 H,s), 8.98(1H,s), 9.26(1H,s), 9.90(1H,s). 

Example 775 

{5-[2-(5-Ethoxy-1-imino-6-methylcarbamoyl-1 > 3-dihydro-isoindol-2-yl)-acetyl]-7-methoxy-3,3-dimethyl-2,3-dihydro- 
indol-1-yl}-acetic acid trifluoroacetate 

[1 684] 1 H-NM R(DMSO-d6)S: 
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1.39(6H f s), 1.44(3H,t,J=6.8Hz), 3.76(38,s), 4.27(28,s), 4.30(28,q,J=6.88z), 4.85(28,s), 5.39(28,s), 7.32(1 8,d, 
J=1.28z), 7.42(1 H,d,J= 1.2H2), 7.55(1 8,s), 8.22(1 H,m), 8.58(18,3), 9.21 (1H,m), 9.83(1 H,m). 

Example 776 

2-{2-[3-(3-Carbamoyl-propoxy)-phenyl)-2-oxo-ethyl}-6-eth^ acid 
methylamide hydrobromide 

[1685] 1 8-NMR(DMSO-d6)8: 

1.44(38,t,J=78z), 1. 90-2.01 (2H,m), 2.21-2.28(2H J m), 2.85(38,d,J=58z), 4.03-4.10(28,171), 4.30(28,q,J=78z), 4.88 
(28,s), 5.03(28,s), 6.80(1 8,brs), 7.29-7.37(28,m), 7.48-7.57(38,m), 7.49-7.54(1 8,m), 8.23(1 8,q,J=58z), 8.59(1 8,s). 

Example 777 

{2-te/t-Butyl-4-[2-(5-ethoxy-1-imino-6- methylcarbamoyl-1 ,3-dihydro-isoindot-2-yl)-acetyl]-6-methoxy-phenylamino}- 
acetic acid hydrobromide 

[1686] 1 8-NMR(DMSO-d6)S: 

1.40(98,s), 1.44(38,t,J=6.88z), 2.88(38,s), 3.77(38,s), 3.99(28,s), 4.27(28,q,J=6.88z), 4.81 (28,s), 5.32(28,s), 7.38 
(18,dd,J=7.2,1.68z), 7.60(1 H,d,J=1.68z), 8.45(1 8,s). 

Example 778 

({2-tert-Butyl-4-[2-(5-ethoxy-1-imino-6-m 
methyl-ami no) -acetic acid trifluoro acetate 

[1687] 1 8-NMR(DMSO-d6)8: 

1.40(38,t,J=6.48z), 1.44(98,s), 2.67(38,s), 2.82(38,d,J=4.88z), 3.28(1 8,d,J=208z), 4.05(1 8 l d,J=208z), 4.28(28,q, 
J=6.48z), 4.85(28,3), 5.51 (28,s), 7.47(1 8,d,J=2.08z), 7.54(1 8,s), 7.58(1 8,d,J=2.08z), 8.20(1 8,q,J=4.88z), 8.55(1 8, 
s), 9.1 6-9.20(1 8,m), 9.83-9.88(1 H,m). 

Example 779 

2-[2-(7-fe/t-Butyl-3-cyanomethyl-38-benzimidazol-5-yl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-18-isoindole- 
5-carboxylic acid methylamide hydrobromide 

[1688] 1 8-NMR(DMSO-d6)5: 

1.42(38,t,J=78z), 1.57(9H,s), 2.85(38,d,J=48z), 4.29(28,q,J=78z), 4.91 (2H,s), 5.49(28,s), 5.74(2H,s), 

7.56(1 8,s), 7.78(1 8,d,J=18z), 8.22(1 8,q,J=48z), 8.39(1 8,d,J=1 8z), 8.56(1 8,s), 8.59(1 8,s), 9.28(1 8,s), 9.48(1 8,s). 

MS:m/e(ESI)487.0(M8+) 

Example 780 

H-terNButyl-e^-fS^-diethoxy^-fluoro^ 
hydrobromide 

[1689] 1 8-NMR(DMSO-d6)5: 

1.30(38,t ( J=7Hz), 1.40(38,t,J=78z), 1.55(98,s), 4.13(28,q,J=78z), 4.22(2H,q,J=7Hz), 4.84(28,s), 5.48(28,s), 5.75 

(2H,s), 7.35(1 8,s), 7.77(1 8,d,J=28z), 8.37(1 8,d,J=28z), 8.56(1 8,s). 

MS:m/e(ESI)492.0(M8+) 

Example 781 

{4-terfrButyl-6-[2-(2-cyclopropyl-7-imino-5,7^ 
hydrobromide 

[1690] 1 8-NMR(DMSO-d6)8: 

1.05-1.16(48,m), 1.56(98,s), 2.30-2.37(1 H.m), 4.89(28,s), 5.65(28,s), 5.74(28,s), 7.74(1 8,d,J=88z), 7.78(1 8,d, 



330 



EP 1 391 451 A1 

J=2Hz), 8.12(1 H,d,J=8Hz), 8.39(1 H,d,J=2Hz), 8.57(1 H,s). 
MS:m/e(ESi)427.0(MH+) 

Example 782 

2-{2-[3-Acetylamino-5-tert-butyl-4-(3-carbamoyl- propoxy)-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2,3-dihydro-1 H- 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1691] 1 H-NMR(DMSO-d6)5: 

1 . 36-1. 43(12H,s), 2.01 -2.07(2H,m), 2.13(3H,s), 2.27(2H,t,J=7.2), 2.82(3H s d l J=4.4Hz), 3.87(2H l t,J=6.8Hz) I 4.28(2H,t, 
J=6.8Hz), 4.84(2H,s), 5.46(2H,s), 6.86(1 H,s), 7.38(1 H,s), 7.54(1 H,s), 7.70(1 H,d,J=2.0), 8.1 7-8.23(2H,m), 8.55(1 H,s), 
9.65(1 H,s), 9.83(1 H,S). 
MS:m/e(ESI)566.3(MH+) 

Example 783 

2-{2-[3-ferf-Butyl-4-(3-cyano-propoxy)-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2 > 3-dihydro-1H 
acid methylamide hydrobromide 

[1692] 1 H-NMR(DMSO-d6)8: 

1 .40(91-1,8), 1 .44(3H,t,J=7.2Hz), 2.17(2H,m), 2.73(2H,t,J=7.2Hz), 2.85(3H,d,J=4.4Hz), 4.23(2H,t,J=7.2Hz), 4.30(2H,q, 
J=7.2Hz), 4.87(2H,s), 5.48(2H,s), 7.22(1 H,d,J=9.2Hz), 7.55(1 H,s), 7.87(1 H,d,J=2.0Hz), 7.94(1 H,dd,J=2.0,9.2Hz), 
8.22(1 H,m), 8.59(1 H.s). 

Example 784 

2- [2-(3-tertButyl-5-dimethylamino-phe acid 
methylamide hydrobromide 

[1693] 1 H-NMR(DMSO-d6)5: 

1.34(9H,s), 1.43(3H,t,J=6.8Hz), 2.84(3H,d,J=4.4Hz) > 2.99(6H,s), 4.29(2H,q,J=6.8Hz), 4.88(2H,s), 5.53(2H,s), 7.06 
(1H,s), 7.12(1 H,s), 7.34(1 H,s), 7.56(1 H,s), 8.23(1 H,q,J=4.4Hz), 8.58(1 H,s), 9.24(1 H,s), 9.85(1 H.s). 

Example 785 

(1-{3-tert-Butyl-5-[2-(3-ethoxy-7-imino-2-^ 
phenyl}-pyrrolidin-3-yloxy)-acetic acid hydrochloride 

[1694] 1 H-NMR(DMSO-d6)5: 

1.20-1 .50(1 2H,m), 1. 93-2.07(1 H,m), 2.1 0-2.23(1 H.m), 2.77(3H,d,J=5.1 Hz), 2.94-3.05(1 H,m), 3.06-3.24(2H,m), 
3.43-3.54(1 H,m), 4.07(3H,s), 4.14-4.55(5H,m), 4.87(2H,s), 5.56(2H,s), 7.61(1H,s), 7.69(1H,s), 7.99(1H,s), 8.52-8.62 
(1H,s), 9.54(1 H.brs), 9.95(1 H.brs). 

Example 786 

3- (Acetyl-{3-fe^butyl-5-[2-(3-ethoxy-7-imino-2-methylcarbamoyl-5,7-dihydro-pyrrolo[3,4-b]pyridin 
2-hydroxy-benzyl}-amino)-propanoic acid hydrochloride 

[1695] 1 H-NMR(DMSO-d6)5: 

1.23-1.46(12H,m), 2.16(3H,s), 2.60-2.83(5H,m), 3.51-3.69(2H,m), 4.15-4.32(2H,m), 4.48(2H,brs), 4.88(2H,brs), 5.57 
(2H,brs), 7.81 (1H,s), 7.93(2H,brs), 7.99(1 H,brs), 8.55-8.64(1 H,m), 9.97(1 H,brs). 

Example 787 

4- [2-tert-Butyl-4-[2-(7-imino-2-methyl-5J 
phenoxy]-butylamide hydrochloride 

[1696] 1 H-NMR(DMSO-d6)5: 
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1.38(9H,s), 1.73(4H,br), 2.02(2H,br), 2.27(2H,t,J=7.6Hz), 2.58(3H,s), 3.14(2H,br), 3.24-3.40(2H,br), 3.83(2H,t, 
J=6.8Hz), 4.53(2H,s), 4.60(2H,s), 5.15(2H,s), 6,81 (1H,s), 7.35(1 H,s), 7.46(1 H,d,J=8.0Hz), 7.56(1 H.d^.OHz), 7.87 
(1 H,d,J=2.0Hz), 7.95(1 H,d,J=8.0Hz). 
MS:m/e(ESI)534.3(MH+) 

Example 788 

2-[2-(7-tert-Butyi-3H-benzimidazol-5-yQ acid 
methylamide trifluoroacetate 

[1697] 1 H-NMR(DMSO-d6)5: 

1.43(3H,t,J=7Hz), 1.54(9H,s), 2.74(3H,d,J=5Hz), 4.29(2H,q,J=7Hz), 4.88(2H,s), 5.59(2H,s), 7.57(1 H,s), 7.70(1 H,s), 

8.16(1H,brs), 8.22(1 H,q,J=5Hz), 8.45(1 H,s), 8.57(1 H,s), 9.23(1 H,s), 9.45(1 H,s). 

MS:m/e(ESI)448.0(MH+) 

Example 789 

2-[2-(7-terf-Butyl-3-methyl-3H-benzimldazol-5-yl)-2- oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole- 
5-carboxylic acid methylamide hydrobromide 

[1698] 1 H-NMR(DMSO-d6)8: 

1.42(3H,t,J=7Hz), 1.55(9H,s), 2.74(3H,d,J=4Hz), 3.94(3H,s), 4.29(2H,q,J=7Hz), 4.89(2H,s), 5.60(2H,s), 7.55(1 H,s), 

7.71 (1H,s), 8.22(1 H,q,J=4Hz), 8.23(1 H,s), 8.42(1 H,s), 8.58(1 H,s). 

MS:m/e(ESI)462.0(MH+) 

Example 790 

2-[2-(7-tert-Butyl-3-caroamoylmethyl-3H-be 
5-carboxylic acid methylamide hydrobromide 

[1699] 1 H-NMR(DMSO-d6)5: 

1.42(3H,t,J=7Hz), 1.58(9H,S), 2.83(3H,d,J=5Hz), 4.29(2H,q,J=7Hz), 4.89(2H,s), 5.13(2H,s), 5.57(2H,s), 7.38(1 H,s), 
7.55(1H,s), 7.70(1 H,d,J=2Hz), 7.82(11-1,8), 8.1 2(1 H,d,J=2Hz), 8.22(1 H,q,J=5Hz), 8.39(1H,s), 8.58(1H,s), 9.26(1H,d, 
J=4Hz), 9.85(1 H,d,J=4Hz). 
MS:m/e(ESI)505.0(MH+) 

Example 791 

2-{4-fe^Butyl-642-(5,6<liethoxy-7-fluoro-1-im^ 
hydrobromide 

[1700] 1H-NMR(DMSO-d6)5: 

1.28(3H,t,J=7Hz), 1.40(3H,t,J=7Hz), 1.56(9H,s), 4.12(2H,q,J=7Hz), 4.22(2H,q,J=7Hz), 4.84(2H,s), 

5.03(2H,s), 5.55(2H,s), 7.36(1 H,s), 7.39(1 H,s), 7.67(1 H,s), 7.82(1 H,s), 8.1 0(1 H,s), 8.39{1 H,s), 9.04(1 H.brs), 9.39(1 H, 

brs). 

MS:m/e(ESI)510.0(MH+) 
Example 792 

2^4-fertButyl-6-[2-(2-cyclopropyl-7-imino-5^ 
acetamide hydrobromide 

[1701] 1H-NMR(DMSO-d6)8: 

1.05-1.13(4H,m), 2.33(1 H,quint 1 J=7Hz) 1 1.57(9H,s), 4.86(2H,s), 5.03(2H,s), 5.62(2H,s), 7.38(1 H,s), 7.70(1 H,s), 7.73 
(1H,d,J=8Hz), 7.81 (1H,s), 8.10(1 H,d,J=8Hz), 8.11 (1,s), 8.39(1 H,s), 9.53(1 H.brs), 9.66(1 H.brs). 
MS:m/e(ESI)445.0(MH+) 
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Example 793 

2-[2-(3-fert-Butyl-5-dimethylamino^ 
5-carboxylic acid methylamide hydrobromide 

[1702] 1 H-NMR(DMSO-d6)5: 

1.41(12H,m), 2.63(6H,s), 2.84(2H,s), 4.30(2H,q,J=6.8Hz), 4.86(2H,s), 5.47(2H,s), 7.56(1 H,s), 7.66(1 H,s), 7.71 (1H,s), 
8.22(1 H,s), 8.57(1 H,s), 9.17(1H,s), 9.84(1 H,s). 

Example 794 

4-{2-ferf-Butyl-4-[2-(2-cyclopropyl-7-imtno-5,7- dlhydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-6-(pyrrolidin-1-yl)-phenoxy}- 
butyric acid trifluoroacetate 

[1 703] 1 H-NM R(DMSO-d6)5: 

1.01-1 .15(4H,m), 1.37(9H,s), 1 .82-2.08(6H,m), 2.28-2.43(3H,m), 2.82-3.42(4H and H 2 0,m) t 3.78-3.94(2H,m), 4.81 
(2H,s), 5.53(2H,s), 7.35(1 H,s), 7.46(1 H,s), 7.68-7.75(1 H,m), 8.06-8.12(1 H,m), 9.44(1 H.brs), 9.66(1 H,brs). 
MS:m/e(ESI)519.3(MH+) 

Example 795 

5^2-fe^Butyl-4-[2-(2-cyclopropyl-7^ 
pentanoic acid trifluoroacetate 

[1704] 1H-NMR(DMSO-d6)5: 

1 .00-1 .1 5(4H,m), 1 .38(9H,s), 1 .59-1 .85(4H,m), 2.23-2.37(3H,m), 3.03-3.20(4H,m), 3.78-3.88(2H,m), 4.81 (2H,s), 5.53 
(2H,s), 7.36(1 H,s), 7.46(1 H,s), 7.72(1 H,d,J=8.0Hz), 8.09(1 H,d,J=8.0Hz), 9.41 -9.49(1 H,m), 9.61 -9.70(1 H,m). 
MS:m/e(ESI)533.3(MH+) 

Example 796 

4- {4-[2-(1-Amino-7-fluoro-5,6-dimethoxy-1,3-dihydro^ 
butyric acid trifluoroacetate 

[1705] 1H-NMR(DMSO-d6)8: 

1.38(9H,s), 1.79-1.96(4H,m), 2.01 (2H,t,J=6.8Hz), 2.41 (2H,t t J=7.2Hz), 3.02-3.20(4H,m), 3.77-3.90(5H,m), 3. 95 (3H, 
s) , 4.80(2H,s), 5.48(2H,s), 7.35(1 H,d,J=2.0Hz), 7.36(1 H,s), 7.45(1 H,d,J=2.0Hz), 9.03-9.1 1 (1 H,m), 9.27-9.34(1 H,m). 

Example 797 

5- {2-ferf-Butyl-4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-(pyrrolidin-1-yl)-phenoxy}- 
pentanoic acid trifluoroacetate 

[1706] 1H-NMR (DMSO-d6)8: 

1.38(9H,s), 1.55-1.99(BH,m), 2.17-2.36(2H,m), 2.94-3.20(4H,m), 3.57-4.27 (8H and H 2 0,m), 4.79(2H,s), 5.47(2H,s), 
7.36(2H,s), 7.45(1H,s), 9.01-9.11(1H,m), 9.22-9.35(1 H,m). 

Example 798 

2-{2-[3-te^Butyl-5-(3-cyano-propoxy)-4-(2-hydroxyetho^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1707] 1H-NMR(DMSO-d6)5: 

1.41(9H,s), 1.44(3H,t,J=7.2Hz), 2.13(2H,m), 2.75(2H,t,J=7.2Hz), 2.85(3H,d,J=4.8Hz), 3.80(2H,t,J=7.2Hz) f 4.11-4.19 
(4H,m), 4.30(2H,q,J=7.2Hz), 4.87(2H,s), 5.52(2H,s), 7.76(2H,m), 7.59(1 H,s), 8.22(1 H,m), 8.59(1 H,s), 9.21 (1H,m). 
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Example 799 

2,6-Di-te/t-butyl-4-[1-hydroxy-2-(3H hydrobromide 
[1708] 1H-NMR(DMSO-d6)5: 

1.45(18H ( s), 3.90(3H,s), 4.07(3H,s), 5.96(1 H,s), 6.27(1 H.brs), 6.52(1 H,s), 7.84(1 H,s), 7.98(2H,s), 9.55-9.66(2H,m), 

9.80(1 H.brs). 

MS:m/e(ESI)441.1(MH+) 

Example 800 

2-[2-(3-tert-Butyl-4-hydroxy-5-(py^ 
5-carboxylic acid methylamide hydrobromide 

[1 709] 1 H-NM R(DMSO-d6)5: 

1.41(12H,m), 1.94(4H l s), 2.84(3H,s), 3.02(4H,s), 4.30(2H,q,6.4Hz), 4.86(2H,s), 5.48(2H,s), 7.56(1 H,s), 7.62(1 H,s), 
7.65(1 H,s), 8.23(1 H,s), 8.57(1 H,s), 9.18(1H,s), 9.84(1 H,s). 

Example 801 

({3-fe^Butyl-5-[2-(5-ethoxy-1-imino-6-methylcamamoyl-1,3-dihydro-isoindol-2"yl)-acety 
acetic acid hydrochloride 

[1710] 1 H-NMR(DMSO-d6)8: 

1.32{9H,s), 1.43(3H,t,J=6.8Hz), 2.84(3H,d,J=4.4Hz), 3.06(3H,s) t 4.21 (2H,s), 4.30(2H,q,J=6.8Hz), 4.87(2H,s), 5.54 
(2H,s), 7.01 (1H,s), 7.07(1 H,s), 7.35(1 H,s), 7.55(1 H.s), 8.22(1 H,q,J=4.4Hz), 8.58(1 H,s), 9.33(1 H,s), 9.89(1 H,s). 

Example 802 

Ethyl ({3-terf-butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl}-methyl- 
amino)-acetate hydrochloride 

[1 71 1 ] 1 H-NMR(DMSO-d6)5: 

1 .1 8(3H J t,J=7.2Hz) > 1 .32(9H,s), 1 .43(3H,t,J=6.8Hz), 2.84(3H,d,J=4.4Hz), 3.08(3H,s), 4.10(2H,q,J=7.2Hz), 4.30(2H,q, 
J=6.8Hz), 4.32(2H,s), 4.87(2H,s), 5.53(2H,s), 7.00(1 H,s), 7.08(1 H,s), 7.36(1 H,s), 7.56(1 H,s), 8.23(1 H,q,J=4.4Hz), 
8.58(1 H,s), 9.30(1 H,s), 9.88(1 H,s). 

Example 803 

4-{3-tertButyl-2-hydroxy-5-[2-(3-hydroxymethyl-7-im^ 
phenoxy}-butylamide hydrochloride 

[1 71 2] 1 H-NM R(DMSO-d6)6: 

1.38(9H,s), 1.95-2.05(2H,m) l 2.28(2H > t,J=7.2Hz), 2.57(3H,s), 4.04-4.10(2H,m), 4.68(2H,s), 4.85(2H,s), 5.54(2H,s), 
7.03(1 H,s), 7. 1 5(1 H,s), 7.28(1 H,s), 7.44(1 H,d,J=1 .6Hz), 7.52(1 H,d,J=1 .6Hz) t 8.1 9(1 H,s), 9.45-9.51 (1 H.m), 9.84-9.90 
(1H,m). 

Example 804 

4-{2-terr-Butyl-4-[2-(3-hydroxymethyl-7-imino-2-methyl-5 ,7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-6-(pyrrolidin- 
1-yl)-phenoxy}-butyric acid trifluoroacetate 

[1 71 3] 1 H-NM R(DMSO-d6)5: 

1 .38(9H,s), 1 .85-1 .92(4H,m), 2.01 (2H,m), 2.40(2H,t,J=7.2Hz), 2.57(3H,s), 3.08-3.15(4H,m), 3.85(2H,t,J=7.2Hz), 4.69 
(2H,s), 4.85(2H,s), 5.54(2H,s), 5.67(1 H,s), 7.36(1 H.d^l .6Hz), 7.46(1 H,d,J=1 .6Hz), 8.20(1 H,s). 
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Example 805 

4-({2-tert-Butyi-4-[2-(2<yclopropyl^ 
butyric acid trifluoroacetate 

[1714] 1H-NMR(DMSO-d6)5: 

1 .04-1 .1 2(4H,m), 1 .42(9H,s), 1 .70-1 .82(2H,m), 2.44(2H,t,J=7.6Hz) J 2.52(3H,s), 2.70-2.80(2H,m), 4.83(2H,s), 5.54(2H, 
s), 7.58(1 H.d.J^.OHz), 7.71(1H,d,J=8.0Hz), 7.90(1 H,dd J J=8.4,2.0Hz), 7.94(1 H,d,J=2.0Hz), 8.09(1 H,dd,J=8.4Hz), 
9.44-9.50(1 H,m), 9.63-9.68(1 H,m). 

Example 806 

4- ({2-fe/t-Butyl-4-[2-(5 > 6-diethoxy-7-fiuoro-1-imino-1,3-dihydro-isoindol-2-yl)-acetyl]-phenyl^ 
acid trifluoroacetate 

[1715] 1H-NMR(DMSO-d6)5: 

1.29(3H,t,J=6.8Hz), 1 .40(3H,t,J=7.2Hz), 1 .43(9H,s), 1 .70-1 .82(2H,m), 2.24(3H,t,J=6.8Hz), 2.51 (3H,s), 2.70-2.80(2H, 
m), 4.11(2H,q,J=6.8Hz), 4.21 (2H,q,J=7.2Hz), 4.80(2H,s), 5.47(2H,s), 7.33(1H,s), 7.57(1 H,d,J=8.4Hz), 7.88(1H,d < 
J=8.4Hz), 7.93(1 H,s), 9.04(1 H.brs), 9.29(1 H.brs). 

Example 807 

1- (3,5-Di-tert-butyl-4-hydroxy-phenyl)-2^ hydrobromide 
[1 71 6] 1 H-NMR(DMSO-d6)5: 

1.48(18H,s), 1.60(61-1,01), 5.77(2H,s), 7.27(1 H,t,J=7.2Hz), 7.35(1 H,t,J=7.2Hz), 7.40(1 H,d,J=7.2Hz), 7.54(1 H,d, 
J=7.2Hz), 7.58(2H,s), 8.10(1 H.brs), 9.88(1 H.brs), 10.04(1 H.brs). 

Example 808 

2- [2-(3-fe/t-Butyl-5-dimethylamino-4-methoxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H 

5- carboxylic acid methylamide hydrobromide 

[1 71 7] 1 H-NM R(DMSO-d6)5: 

1 .39(12H,m), 2.77(6H,s), 2.84(3H,s), 3.85(3H,s), 4.30(2H,q,J=7.2Hz), 4.86(2H,s), 5.52(2H,s), 7.48(1 H,s), 7,56(2H,s), 
8.22(1H,s), 8.57(1H,s), 9.18(1 H.s), 9.85(1H,s). 

Example 809 

Ethyl 5-{2-ferf-butyl-6-(3-cyano-propoxy)-4-[2-(7-fluoro-1-imino-5 > 6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]- 
phenoxy}-pentanoate hydrobromide 

[1718] 1H-NMR(DMSO-d6)S: 
1.17(3H,t,J=7.2Hz), 1.37(9H,s)J.65-1^ 

s), 3.95(3H,s), 4.00-4.19(6H,m), 4.81(2H,s), 5.49(2H,s), 7.37(1H,s), 7.52(1H,s), 7.55(1H,s). 
MS:m/e(ESI)612.3(MH+) 

Example 810 

Ethyl 5-{2-ferf-butyl-6-(3-cyano-propoxy)-4-[2-(3-ethoxy-7-imino-2-methylcarbamoyl-5,7-dihydro-pyrrolo[3,4-b] 
pyridin-6-yl)-acetyl]-phenoxy}-pentanoate hydrochloride 

[1719] 1H-NMR(DMSO-d6)5: 

1.17(3H,t,J=7.0Hz), 1.28-1. 44(1 2H,m), 1 .67-1 .84(4H,m), 2.06-2.1 7(2H,m), 2.39(2H,t,J=6.8Hz), 2.69(2H,t,J=7.0Hz), 
2.77(3H,d,J=3.6Hz), 3.99-4.18(6H,m), 4.24(2H t t,J=6.8Hz), 4.88(2H,s), 5.54(2H,s), 7.52(1H,s), 7.56(1H,s), 7.99(1H, 
s), 8.47-8.58(1 H,m). 9.44(1 H,brs), 9.96(1 H.brs). 
MS:m/e(ESI)636.3(MH+) 
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Example 811 

Ethyl 4-{2-te^butyl-4-[2-(3-ethoxy-7-imino-2-methylcart3am 
6-(pyrrolidin-1 -yl)-phenoxy}-butyrate hydrochloride 

[1720] 1 H-NMR(DMSO-d6)5: 

1.16(3H,t,J=6.8Hz), 1.25-1. 47(1 2H,m), 1 .88(4H,brs), 1 .98-2.1 0(2H,m), 2.42-2.55(2H,m), 2.77(3H,brs), 3.11 (4H,brs), 
3.65-3.88(2H,m), 4.05(2H,q,J=6.8Hz), 4.24(2H l q,J=6.8Hz) l 4.87(2H,s) > 5.55(2H,s), 7.35(1 H,s), 7.45(1 H,s), 7.99(1 H, 
s), 8.50-8.58(1 H,m), 9.44(1 H.brs), 9.94(1 H,brs). 
MS:m/e(ESI)608.3(MH+) 

Example 812 

Ethyl 5-{2-fert-butyl-9-[2-(3-ethoxy-7-imino-2-met 
6-(pyrrolidin-1 -yl)-phenoxy}-pentanoate hydrochloride 

[1721] 1H-NMR(DMSO-d6)5: 

1.16(3H,t,J=7.0Hz), 1.26-1. 45(1 2H,m), 1.62-1 .B5(4H l m), 1 .88(4H,brs), 2.37(2H,t,J=6.8Hz), 2.77(3H,brs), 3.12(4H, 
brs), 3.78-3.91 (2H,m), 3.95-4. 10(2H,m), 4.12-4.32(2H,m), 4.87(2H,s), 5.54(2H,s), 7.36(1 H.brs), 7.46(1 H.brs), 7.99 
(1H,s), 8.53(1 H,q,J=4.4Hz), 9.35-9.46(1 H,m), 9.92-9.99(1 H,m). 
MS:m/e(ESI)622.3(MH+) 

Example 813 

2-fert-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarfr^^ heptadecanoate 
hydrobromide 

[1 722] 1 H-NM R(DMSO-d6)5: 

0.83(3H > t,J=7Hz), 1.15-1.28(2BH,m), 1.34(9H,s), 1 .41 (3H,t,J=7Hz), 1 .61-1 .70(1 H,m), 2.67(2H,t,J=7Hz), 2.83(3H,d, 
J=5Hz), 4.28(2H,q,J=7Hz), 4.86(2H,s), 5.52(2H,s), 7.28(1 H.d,J=8Hz). 7.54(1 H,s), 7.93(1 H,d,J=8Hz), 7.98(1 H,s), 8.20 
(1H,q,J=5Hz), 8.57(1 H,s). 

Example 814 

2-te/t-Butyl-4-[2-(5,6-diethoxy-7-f}uoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl heptadecanoate 
hydrobromide 

[1 723] 1 H-NMR(DMSO-d6)5: 

0.83(3H,t,J=7Hz), 1.15-1 .27(28H,m), 1 .29(3H,t,J=7Hz), 1.33(9H,s), 1.38(3H,t, J=7Hz), 1 .39(3H,t,J=7Hz), 1.60-1.70 
(2H,m), 2.67(2H,t ( J=7Hz), 4.1 1 (2H,q > J=7Hz), 4.20(2H l q,J=7Hz), 4.79(2H,s), 5.48(2H,s), 7.28(1 H,d,J=8Hz), 7.32(1 H, 
s), 7.92(1 H,d,J=8Hz), 7.97(1 H,s). 

Example 815 

2-ferf-Butyl-4-[2-(3-ethoxy-7-imino-2,4-dimethyl-57-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-acetyll-phenyl acetate 
hydrobromide 

[1724] 1 H-NMR(DMSO-d6)5: 

1.33(3H,t,J=7Hz), 1.15-1.30(28H,m), 1 .62-1 .70(2H,m) ) 2.32(3H,s), 2.58(3H,s), 2.68(3H,t,J=7Hz), 3.99(2H,q I J=7Hz), 
4.84(2H,s), 5.57(2H,s), 7.29(1 H,d.J=8Hz), 7.94(1 H,d,J=8Hz), 7.98(1 H,s). 

Example 816 

2-[2-(3,5-Di-fe/t-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-5 ) 6-diethoxy-2 > 3-dihydro-isoindol-1-one 
[1725] 1H-NMR(DMSO-d6)5: 

1 .45-1 .52(6H,m) ( 1 .46(9H,s), 4.1 0-4.1 9(4H,m), 4.42(2H,s), 5.00(2H,s), 5.80(1 H,s), 6.91 (1 H,s), 7.34(1 H,s), 7.90(2H,s). 
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Example 817 

(1-{3-tert-Butyl-5-[2-(2-cyclopropyl-7-imino-^^ 
pyrrolidin-3-yloxy)-acetic acid trifluoroacetate 

[1726] 1H-NMR(DMSO-d6)5: 

1.08-1.11(4H,m), 2.02-2.08(2H,m), 2.29-2.34(1 H,m), 3.08-3.1 3(2H,m), 3.1 5-3. 42(2 H,m), 3.65(3H,s), 4.05(2H,s), 4.26 
(1H,br), 4.82(2H,s), 5.55(2H,d 1 J=4.8Hz), 7.34(1 H,s), 7.44(1 H,s), 7.72(1 H,d,J=8.4Hz), 8.10(1H,d,J-8.4Hz), 9.45(1 H, 
brs), 9.66(1 H,brs). 

Example 818 

Methyl (1 -{3-tert-Butyl-5-[2-(2-cyclopropyl-7-imi 
pyrrolidin-3-yloxy)- acetate hydrochloride 

[1727] 1H-NMR(DMSO-d6)8: 

1.08-1.10(4H,m),2.01-2.10(2H,m), 2.30-2.33(1 H,m), 3.11-3.14(2H l m) > 3.40-3.44(2H,m), 3.63(3H,s), 3.65(3H,m), 4.1 7 
(2H.S), 4.26(1 H.br), 4.82(2H,s), 5.56(2H,d, J=4.4Hz), 7.34(1 H,s), 7.44(1 H,s), 7.72(1 H,d I J s =8.0Hz) l 8.09(1 H,d,J=8.0Hz), 
9.49(1 H.brs), 9.66(1 H,brs). 

Example 819 

Ethyl {2-fertbutyl-6-(3-cyano-propoxy)-4-[2-(5,6^ 
phenoxy}-acetate hydrobromide 

[1 728] 1 H-NM R(DMSO-d6)6: 

1.24(3H,t,J=7.0Hz), 1.29(3H,t,J=7.0Hz), 1 .32-1 .45(1 2H,m), 1 .99-2.1 2(2H,m), 2.66(2H,t,J=7.0Hz), 3.98-4.30(8H,m), 
4.77(2H,s), 4.80(2H,s), 5.49(2H,s) 1 7.34(1 H,s), 7.52(1 H,s), 7.55(1 H,s), 9.06(1 H.brs), 9.32(1 H, brs). 
MS:m/e(ESI)598.3(MH+) 

Example 820 

5-{2-terf-Butyl-4-[2-(7-fluoro-1 -irnino-5,6-dimethoxy-1 t 3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}-pentanoic acid 
trifluoroacetate 

[1729] 1H-NMR(DMSO-d6)8: 

1.37(9H,s), 1.65-1.75(2H,m) f 1.78-1.87 (2H,m), 2.23-2.37(3H,m), 3.87(3H,s), 3.95(H,s), 4.13(2H,t,J=7Hz), 4.81(2H, 
s), 5.45(2H,s), 7.1 7(1 H f d,J=8Hz), 7.35(1 H,s), 7.83(1 H,d,J=2Hz), 7.88(1 H I dd,J=2Hz,8Hz), 9.07(1 H.brs), 9.35(1 H.brs). 

Example 821 

5-{2-te^Butyl-4-[2-(2-cyclopropyl-7-imino-5J-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-phenoxy}-pentanoic acid 
trifluoroacetate 

[1730] 1H-NMR(DMSO-d6)S: 

1.05-1 .14(4H,m), 1.37(9H,s), 1 .65-1 .75(2H,m), 1.78-1 .88(2H,m) f 2.25-2.37(1 H,m), 2.30(2H,t,J=7Hz), 4.13(2H,t, 
J=7Hz), 4.82(2H,s), 5.51 (2H,s), 7.18(1H,d,J=8Hz), 7.72(1 H,d,J=8Hz), 7.84(1 H,s), 7.91(1H,d,J=8Hz), 8.09(1H,d, 
J=8Hz), 9.51(1H,brs), 9.65(1 H,brs). 

Example 822 

5-[2-te/t-Butyl-4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1,3-dihydro-isoindol-2-yl)-acetyl]-6-(3-methoxypyrrolidin-1 -yl)- 
phenoxy]-pentanoic acid trifluoroacetate 

[1731] 1H-NMR(DMSO-d6)5: 

1 .38(9H,s), 1 .63-1 .68(2H,m), 1 .78-1 .82(2H,m), 1 .91 -1 .99(1 H.m), 2.03-2.12(1 H,m), 2.29(2H,t,J=6.4Hz), 3.05-3.1 0(2H, 
m), 3.23(3H,S), 3.20-3.38(2H,m), 3.73(2H,q,J=4.4Hz), 3.86(3H,s), 3.94(3H,s), 4.04(1 H.brs), 4.79(2H,s), 5.48(2H,S), 
7.33(1 H,s), 7.36(1 H,s), 7.46(1 H,s), 9.07(1 H.brs), 9.30(1 H.brs). 
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MS:m/e(ESI)600.3(MH+) 
Example 823 

Methyl 5-[2-tertbutyl-4-[2-(7-fluoro-1-imino-5,6-dim^ 
1 -yl)-phenoxy]-pentanoate hydrochloride 

[1 732] 1 H-NMR(DMSO-d6)5: 

1 .37(9H,s), 1 .62-1 .71 (2H,m) l 1 .76-1 .82(2H,m), 1 .92-1 .98(1 H,m), 2.04-2. 1 2(1 H,m), 2.39(2H,t, J=6.8Hz), 3.02-3.1 2(2H, 
m), 3.23(3H,s), 3.26-3.34(2H,m), 3.58(3H,s), 3.71-3.76(2H,m), 3.86(3H,s), 3.95(3H,s) s 4.01-4.07(1 H,m) f 4.79(2H,s), 
5.49(2H,s), 7.35(1 H,s), 7.37(1 H,s), 7.46(1 H,s), 9.08(1 H,s), 9.33(1 H,s). 
MS:m/e(ESl)614.3(MH+) 

Example 824 

5-{2-tertButyl-6-(3-ethoxv-pyrrolidin-1-yl)^ 
phenoxy}-pentanoic acid trifluoroacetate 

[1733] 1H-NMR(DMSO-d6)5: 

1.09(3H,t,J=6.4Hz), 1.38(9H,s), 1 .68-1 .70(2H,m), 1 .76-1 .84(2H,m), 1 .88-1 .98(1 H,m), 2.04-2.1 2(1 H,m), 2.28(2H,t, 
J=6.8Hz), 3.04-3.12(2H,m), 3.26-3.47(3H,m), 3.78(2H,q,J=6.4Hz), 3.87(3H,s), 3.89-3.90(2H,m) t 3.95(3H,s), 4.14(1 H, 
brs), 4.80(2H J s), 5.48(2H,s), 7.34(1 H,s), 7.36(1 H,s), 7.46(1 H,s), 9.07(1 H,brs), 9.30(1 H, brs). 
MS:m/e(ESI)628.4(MH+) 

Example 825 

Methyl 5-{2-tert-butyl-6-(3-ethoxy-pyrrolidin-1 -yl)-4-[2-(7-fluoro-1 -imino-S.e-dimethoxy-l ,3-dihydro-isoindol-2-yl)- 
acetyl]-phenoxy}-pentanoate hydrochloride 

[1 734] 1 H-NM R(DMSO-d6)5: 

1.09(3H,t,J=6.7Hz), 1.37(9H,s), 1 .68-1 .71 (2H,m), 1 .74-1 .82(2H,m), 1 .88-1 .98(1 H,m), 2.04-2.12(1 H,m), 2.39(2H ! t, 
J=6.8Hz), 3.03-3. 11(2H,m), 3.24-3.38(2H,m), 3.77-3.80(2H,m), 3.58(3H,s), 3.86(3H,s), 3.88-3.92(2H,m) J 3.95(3H,s), 
4.11-4.15(1 H,m), 4.79(2H,s), 5.51 (2H,s), 7.35(1 H,s), 7.36(1 H,s), 7.46(1 H,s), 9.09(1 H,s), 9.37(1 H,s). 
MS:m/e(ESI)628.3(MH+) 

Example 826 

Methyl 5-{2-tert-butyl-6-(3-cyano-pyrrolidin-1 -yl)-4-[2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)- 
acetyl]-phenoxy}-pentanoate hydrobromide 

[1735] 1 H-NMR(DMSO-d6)5: 

1.38(9H,s), 1. 68-1 .72(2H,m), 1.77-1 .85(2H,m), 2. 18-2.21 (1 H,m), 2.40(2H,t,J=6.8Hz), 3.08-3.12(1 H,m), 3.24-3.38(3H, 
m) f 3.58(3H,S), 3.85(3H,s), 3.86-3.92(3H,m), 3.94(3H,s) 1 4.75(2H,s), 5.43(2H,s), 7.33(1 H,s), 7.40(1 H,s), 7.53(1 H,s), 
7.93(1 H,br). 

MS:m/e(ESI)609.3(MH+) 
Example 827 

Ethyl 3-{3-ter^utyl-5-[2-(5-ethoxy-1-imino-6-m 
butyrate hydrobromide 

[1736] 1H-NMR(DMSO-d6)5: 

1.16(3H,t,J=7.2Hz), 1.31(9H,s),1.41(3H,t I J=7.2Hz) l 2.65(2H,t,J=7.2Hz), 2.75-3.06(6H,m), 4.08(2H ) q,J=7.2Hz), 4.67 
(2H,dd,J=11 .6Hz, 1 1 .6Hz), 4.86(2H,s), 5.51 (2H,s), 7.54(1 H,s), 7.72(1 H,s), 7.77(1 H,s), 7.92(1 H,s), 8.20(1 H,d,J=4.4Hz), 
8.56(1 H,s), 9.23(1 H.brs), 9.84(1 H.brs). 
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Example 828 

Ethyl 442-te/t-butyl"6-diethylamino-4-[2-(7'f(uoro>1>imino-5 t 6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}- 
butyrate hydrobromide 

[1 737] 1 H-NM R(DMSO-d6)5: 

0.91 (6H,t,J=6.8Hz) f 1 .21 (3H,t,J=6.8Hz), 1 .32(9H,s), 2.02-2.1 3(2H,m), 2.48(2H < t,J=7.6Hz), 3.04-3.1 9(4H,m), 3.91 (3H, 
s), 3.93(3H,s), 4.06-4.1 7(4H,m), 4.72(2H,s), 5.65(2H,s), 6.83(1 H,s), 7.49(1 H,s), 7.59(1 H,s). 
MS:m/e(ESI)586.3(MH+) 

Example 829 

Ethyl 4~{2-terf-butyl-6-diethylamino-4-[2-(3-ethoxy-7-imino-2-methylcarbamoyl-5 J-dihydro-pyrroloP^-blpyridin- 
6-yl)-acetyl]-phenoxy}-butyrate trifluoro acetate 

[1 738] 1 H-NM R(DMSO-d6)5: 

0.93(6H,br), 1 .17(3H,br), 1 .35(12H,br), 2.01(2H,br), 2.42-2.56(2H,br), 2.76(3H,br), 3.60-4.48(6^*71), 4.87(2H,s) l 5.52 

(2H.S), 7.48(1 H t s), 7.57(1 H,s), 7.90(1 H,s), 8.53(1 H.br), 9.42(1 H,s), 9.94(1 H,s). 

MS:m/e(ESI)610.4(MH+) 

Example 830 

2-{2-[3-fe/t-Butyl-5-(methanesulfonyl-methyl-amino)-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2 > 3-dihydro-1H- 
isoindole-5-cartaoxylic acid methylamide hydrobromide 

[1739] 1H-NMR(DMSO-d6)5: 

1.36(9H,s), 1.43(3H,t,J=6.8Hz), 2.85(3H,d,J=4.0Hz), 3.02(3H,s), 3.32(3H 1 s), 4.30(2H,q,J=6.8Hz), 4.89(2H J s) l 5.56 
(2H,s), 7.57(1 H,s), 7.79(1 H,s), 7.84(1 H,s), 7.93(1 H,s), 8.23(1 H,q l J=4.0Hz) l 8.58(1 H,s), 9.25(1 H,s), 9.89(1 H,s). 

Example 831 

2-{2-[3-terf-Butyl-5-(dimethanesutfonyl-amino)-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2,3-dihydro-1H-i 
5-carboxylic acid methylamide hydrobromide 

[1740] 1H-NMR(DMSO-d6)8: 

1 .37(9H,s), 1 .44(3H,t,J=6.4Hz) 1 2.84(3H,s), 3.61 (6H,s), 4.30(2H l q,J=6.4Hz), 4.90(2H,s), 5.58(2H,s), 7.58(1 H,s), 7.87 
(1H.S), 7.93(1 H,s), 8.09(1 H,s), 8.22(1 H,s), 8.59(1 H.s), 9.28(1 H,s), 9.88(1 H,s). 

Example 832 

1 -(7-te/t-Butyl-benzoxazol-5-yl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 .S-dihydro-isoindol^-yQ-ethanone hydrobromide 
[1741] 1H-NMR(DMSO-d6)5: 

1 .32(3H,t,J=7.2Hz), 1 .42(3H,t,J=7.2Hz), 1 .50(9H,s), 4.1 4(2H,d,J=7.2Hz), 4.24(2H,q,J=7.2Hz), 4.86(2H,s), 5.62(2H,s), 
7.37(1 H,s), 7.92(1 H,s), 8.44(1 H,s), 8.98(1 H.s), 9.11 (1H,s), 9.40(1 H,s). 

Example 833 

H2-terf-Butyl-4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl}-pyrrolidine-2,5-dione 
hydrobromide 

[1 742] 1 H-NM R(DM SO-d6)5: 

1.27(9H,s), 2.74-2.95(4H,m), 3.86(3H,s), 3.95(3H,s), 4.84(2H,s), 5.53(2H l s), 7.35(1 H,d,J=8.0Hz), 7.37(1 H,s), 7.94 
(1 H,dd J J=8.0,2.0Hz) 1 8.1 0(1 H,d,J=2.0Hz). 
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Example 834 

4^2-te^Butyl-4-[2-(2-cyclopropyl-7-imino-5^ acid 
trifluoroacetate 

[1743] 1H-NMR(DMSO-d6)5: 

1.10-1.23(4H,m), 1. 74-2.1 0(2H,m), 2.27-2.35(1 H,m) ( 2.43(1 H,t,J=7.2Hz), 3.42(1 H.dd^^.S.OHz), 3.90(1H,ddd, 
J=7.2,5.6,1.6Hz), 4.84(2H,s), 5.42(2H,s), 5.45(1 H.dd.6.0,1 .6Hz), 6.81(1 H,d,J=8.8Hz), 7.66(1 H,d,J=8.8Hz), 7.83(1 H, 
dd,J=8.4,2.0Hz), 7.93(1 H,d,J=2.0Hz), 7.99(1 H,d,J=8.4Hz). 

Example 835 

4- {2-terf-Butyl-4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yQ-acetyl]-phenylamino}-butyric acid 
trifluoroacetate 

[1744] 1 H-NMR(DMSO-d6)5: 

1.36(9H,s), 1.75-1.84(2H,m), 2.25-2.31 (2H,m), 3.30-3.40(2H,m) l 3.86((3H,s), 3.95(3H,s), 4.78(2H,s), 5.35(2H,s), 
5.70-5.78(1 H,m), 6.75(1 H,d f J=8.8Hz), 7.34(1 H,s), 7.70(1 H,d,J=8.8Hz), 7.74(1 H,s), 9.00-9.07(1 H,m), 9.28-9.32(1 H, 
m). 

Example 836 

5- [2-te/t-Butyl-4-[2-(7-fluoro-1-im^ 
phenoxy]-pentanoic acid hydrochloride 

[1745] 1H-NMR(DMSO-d6)S: 

1 .38(9H s s), 1 .61 -1 .70(2H,m), 1 .76-1 .84(2H,m), 2.12-2.22(1 H,m), 2.28(2H,t, J=6.8Hz), 2.36-2.41 (1 H.m), 3.02-3.1 0(1 H, 
m), 3.25-3.29(1 H,m), 3.42-3.49(1 H,m) ( 3.61 -3.70(1 H,m), 3.86(3H,s), 3.95(3H,s), 4.01-4.08(2H,m), 4.80(2H J s), 5.40 
(1H,brd,J=56Hz), 5.55(2H,d,J=4.4Hz), 7.36(1 H,s), 7.39(1 H,s), 7.49(1 H,s), 9.10(1H,br), 9.45(1 H,br). 
MS:m/e(ESi)588.3(MH+) 

Example 837 

Methyl 5-[2-terf-butyl-4-[2-(7-fluoro-1-imino-5 > 6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-(3-fluoro-pyrrolidin- 
1 -yl)-phenoxy]-pentanoate hydrochloride 

[1746] 1H-NMR(DMSO-d6)8: 

1 .38(9H,s), 1 .61 -1 .72(2H,m), 1 .75-1 .84(2H,m), 2.08-2.22(2H,m), 2.38(2H,t,J=6.8Hz), 3.02-3.1 0(1 H,m), 3.25-3.28(1 H, 
m), 3.42-3.50(1 H,m),3.58(3H,s), 3.64-3.68(1 H,m), 3.86(3H,s), 3.95(3H,s), 4.40-4.42(2H,m), 4.80(2H,s), 5.40(1 H.brd, 
J=56Hz), 5.59(2H,d,J=4.0Hz), 7.36(1 H,s), 7.39(1 H,s), 7.50(1 H,s), 9.12(1 H.brs), 9.51 (1 H.brs). 
MS:m/e(ESI)602.3(MH+) 

Example 838 

3-{3-ferf-Butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-benzyloxy}-4-cyano- 
butyric acid trifluoroacetate 

[1747] 1H-NMR(DMSO-d6)6: 

1.33(9H,s), 1.41(3H,t,J=7.2Hz), 2.59-3.1 1 (8H,m), 4.29(2H,q,J=7.2Hz), 4.68(2H,dd,J=12.0Hz,1 2.0Hz), 4.87(2H,s), 
5.50(2H,s), 7.54(1 H,s), 7.75(1 H,s), 7.79(1 H,s), 7.91 (1H,s), 8.21 (1 H,d,J=4.4Hz), 8.56(1 H,s), 9.23(1 H.brs), 9.85(1 H, 
brs). 

Example 839 

Ethyl 5-{2-terf-butyl-4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 t 3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}-pentanoate 
trifluoroacetate 

[1748] 1 H-NMR(DMSO-d6)5: 
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1.18(3H,t,J=6.8Hz), 1.38(9H,s), 1 .66-1 .88(4H,m) l 2.25-2.42(2H,m), 3.87(3H,s), 3.95(3H,s), 4.05(2H,q,J=6.8Hz), 4.14 
(2H,t,J=7.0Hz), 4.78(2H,s), 5.43(28,8), 7.17(1 H,d,J=8.0Hz), 7.34(1H,s), 7.83(1H,s), 7.90(1 H,d,J=8.0Hz). 

Example 840 

5- {2-ferr-Butyl-4-[2-(7>fluoro>1-imino-5,6-dimethoxy-1 ^-dihydro-isoindol^-yQ-acetyll-e-tpyrrolidin-l-yl)- 
phenoxymethyl}-4,5-dihydro-isoxazole-3-carboxylic acid hydrochloride 

[1749] 1H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.85-1.90(48,01), 3.06-3.1 4{.4H > m), 3.86(3H,s), 3.92-3.99(1 H,m), 3.95(3H,s), 4.06-4.1 0(1 H,m), 4.79(2H, 
s), 5.16-5.22(1 H.m), 5.58(2H,s), 7.36(1H,s), 7.40(1H,s), 7.48(1H,s), 9.11(1H,s), 9.51(1H,s). 

Example 841 

Methyl 5-{2-terf-butyl-4-[2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-(pyrrolidin-1 -yl)- 
phenoxymethyl}-4,5-dihydro-lsoxazole-3-carboxylate hydrochloride 

[1750] 1H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.84-1. 91 (4H,m), 3.06-3.1 8(4H,m), 3.78(3H,s), 3.86(3H,s), 3.96-4.00(1 H,m), 3.95(3H,s) I 4.09(1 H,dd, 
J=7.2,1 0.4Hz), 4.79(2H,s), 5.1 7-5.26(1 H,m), 5.55(2H,s), 7.36(1 H,s), 7.40(1 H,s), 7.48(1 H,d,J=2.0Hz), 9.1 0(1 H,s), 9.45 
(1H,s). 

Example 842 

6- {2-terf-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}-nicotinic acid 
trifluoroacetate 

[1751] 1H-NMR(DMSO-d6)5: 

1 .22-1 .58(12H,m), 2.83(3H,brs), 4.20-4.46(2H,m) ) 4.88(2H,s), 5.52(2H,s), 7.1 7-7.48(2H f m) f 7.55(1 H,s), 7.85-7.99(1 H, 
m), 8.03(1 H,s), 8.15-8.26(1 H,m), 8.29-8.41 (1 H,m), 8.57(1 H,s), 8.66(1 H,brs), 9.1 8-9.27(1 H,m), 9.79-9. 97(2H,m). 

Example 843 

Methyl 6-{2-fe/t-butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}- 
nicotinate trifluoroacetate 

[1752] 1 H-NMR(DMSO-d6)S: 

1.34(9H,s), 1.42(3H,t,J=7.2), 2.83(3H,d,J=4.4), 3.85(3H,s), 4.15-4.42(2H,m), 4.88(2H,s), 5.53(2H,s), 7.15-7.35(2H, 
m), 7.55(1 H,s), 7.95(1 H,d,J=8.4Hz), 8.04(1 H,s), 8.1 3-8.28(1 H,m), 8.39(1 H,dd,J=8.4 and 2.4Hz), 8.57(1 H,s), 8.69(1 H, 
brs), 9.17-9.29(1 H,m), 9.80-9.92(2H,m). 

Example 844 

Methyl 5-{2-te^butyl-6-(4-cyano-piperidin-1-yl)-4-[2-(2-cyclopropyl-7-imino-5,7-dihydro-pyrrolo[3,4-b]pyridin-6-yl) 
acetyl]-phenoxy}-pentanoate hydrobromide 

[1 753] 1 H-NM R(DMSO-d6)8: 

1 .14-1 .1 8(4H,m), 1 .21-1 .25(2H,m), 1 .38(9H,s), 1 .94-2.03(2H,m), 2.09-2.21 (3H,m), 2.43(2H,br.t,J=6Hz), 2.71-2.80(1 H, 
brs), 2.96-3.07(2H,brs), 3.28-3.37(2H,brs), 3.69(3H,s), 3.70(2H,q,J=7Hz), 4.21-4.26(2H,brs), 4.88(2H,s), 6.40(2H,s), 
7.65(1 H,d,J=8Hz), 7.77-7.82(3H,m). 

Example 845 

Methyl 5-{2-tert-butyl-6-(4-cyano-piperidin-1 -yl)-4-[2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)- 
acetyl]-phenoxy}-pentanoate hydrobromide 

[1754] 1H-NMR(DMSO-d6)5: 

1 .20(2H,m), 1 .38(9H,s), 1 .84-1 .92(2H,m), 2.06-2.1 6(2H,m), 2.44(2H,br.t,J=6Hz), 2.70-2.79(2H,1 H,brs), 2.95-3.06(2H, 
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brs), 3.26-3.37(2H,brs), 3.69(3H,s), 3.69(2H,q,J=7Hz), 3.96(3H,s), 3.98(3H,s), 4.20-4.24(2H,m), 4.85(2H,s), 6.09(2H, 
s), 6.92(1 H,s), 7.76(2H,s). 

Example 846 

[2-fg^ButyM-[2-(5-ethoxy>lHmino-6-methylcaroamoyl-1 t 3-dihydro-te 
phenoxy]-acetic acid t rif I uoro acetate 

[1 755] 1H-NM R(DMSO-d6)5: 

0.97(3H,d J J=5.2Hz), 1.37(9H,s), 1 .41 (3H,t,J=6.8Hz), 1 .48-2.22(4H,m), 2.70-2.91(18,01), 2.82(3H,d,J=3.2Hz), 
3.68-3.80(18,171), 3.85(1 H,d,J=15.2Hz), 4.27(2H,d,J=7.2Hz), 4.83(2H,s), 5.03(1 H,d,J=15.2Hz), 5.44(1 H,d,J=1 8.8Hz), 
5.52(1 H,d,J=1 8.8Hz), 7.43(1H,s), 7.50(1H,s), 7.54(1H,s), 8.12-8.30(1 H,m), 8.55(1H,s), 9.14(1 H.brs), 9.83(1 H.brs). 

Example 847 

Ethyl [2-te/t-butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1,3-dlhydro-isoindol-2-yl)-acetyl]-6-(2- 
1 -yl)-phenoxy]-acetate trif luoroacetate 

[1756] 1 H-NMR(DMSO-d6)5: 

0.97(3H,d,J=5.6Hz), 1 .22(3H,t,J=7.2Hz), 1 .37(9H,s), 1 .41 (3H,t,J=6.8Hz), 1 .46-1 .58(1 H,m), 1 .65-1 .80(1 H,m), 
1.81-1. 94(1 H,m), 2.08-2.22(1 H,m), 2.68-2.80(1 H,m), 2.82(3H,d,J=4.0Hz), 3.40-3.58(1 H,m), 3.65-3.79(1 H,m), 4.00 
(1H,d,J=15.6Hz), 4.10-4.35(4H,m), 4.84(2H,s), 5.07(1 H,d,J=15.6Hz), 5.45(1 H,d,J=1 9.2Hz), 5.53(1 H,d,J=1 9.2Hz), 
7.45(1H,s), 7.51(1H,s), 7.54(1H,s), 8.20(1 H,brs), 8.55(1 H,s), 9.15(1H,brs), 9.84(1H,brs). 

Example 848 

2-{2-[3-(Acetyl-methyl-amino)-5-fe/t-butyl-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole- 

5- carboxylic acid methylamide hydrobromide 

[1757] 1 H-NMR(DMSO-d6)5: 

1.34(9H,s), 1.41(3H,t > J=7.2Hz), 1.81 (3H,brs), 2.83(3H,d,J=4.8Hz), 3.29(3H,s), 4.29(2H,q,J=7.2Hz), 4.87(2H,s), 5.52 
(2H,s), 7.55(1 H,s), 7.65-7.98(3H,m), 8.12-8.27(1 H,m), 8.57(1 H,s), 9.22(1 H.brs), 9.87(1 H.brs). 

Example 849 

6- [2-(8-fe/t-Butyl-4-methanesulfonyl-3,4-dihydro-2H-benzo[1 ,4]oxazin-6-yl)-2-oxo-ethyl]-3-ethoxy-7-imino- 
6,7-dihydro-5H-pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide trifluoroacetate 

[1758] 1 H-NMR(DMSO-d6)S: 

1.28-1.46(12H,m), 1 .81 (3H,brs), 2.77(3H,d,J=3.6Hz) ) 3.18(3H,s), 3.86(2H,brs), 4.24(2H,q,J=6.8Hz), 4.45(2H,brs), 
4.88(2H,s), 5.49(2H,s), 7.66(1 H,s), 7.99(1 H,s), 8.14(1 H,s), 8.43-8.61 (1 H,m), 9.34-9.48(1 H,m), 9.87-1 0.01 (1 H,m). 
MS:m/e (ESI) 544.2 (MH+) 

Example 850 

Ethyl 5-{2-ferf-butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 t 3-dihydro-isoindol-2-yl)-acetyl]-6-morpholino- 
phenoxy}-pentanoate hydrochloride 

[1759] 1 H-NMR(DMSO-d6)5: 

1.18(3H,t,J=7.0Hz), 1.37(9H,s), 1 .42(3H,t,J=7.0Hz), 1 .68-1 .82(4H,m), 2.39(2H,t,J=6.8Hz), 2.83(3H,d,J=4.0Hz), 
2.94-3.02(4H,m), 3.76-3.83(4H,m), 4.04(2H,q,J=7.0Hz), 4.24(2H,t,J=6.8Hz), 4.28(2H,q,J=7.0Hz), 4.83(2H,s), 5.53 
(2H,s), 7.51(1H,s), 7.54(1H,s), 7.63(1H,s), 8.20(1 H,q,J=4.0Hz), 8.57(1H,s), 9.19(1 H,brs), 9.86(1 H.brs). 
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Example 851 

Ethyl 5-{2-tert-butyl-4-[2-(7-fluoro-1-imino-5,6-dimet^^ 
pentanoate hydrobromide 

[1 760] 1 H-NM R(DMSO-d6)5: 

1.17(3H,t > J=6.8Hz), 1.37(9H t s), 1 .70-1 .84(4H,m), 2.37-2.44(2H,m), 2.96-3.03(4H J m), 3.75-3.92(4H,m), 3.97(3H,s), 
3.96(3H,s), 4.04(2H,q,J=6.8Hz), 4.24(2H,t,J=7.0Hz), 4.79(2H,s), 5.50(2H,s), 7.37(1 H,s) t 7.50(1 H,s), 7.62(1 H,s). 

Example 852 

(1-{3-fgrf-Butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl}- 
pyrrolidin-3-yloxy)-acetic acid trifluoroacetate 

[1761] 1 H-NMR(DMSO-d6)8: 

1.37(9H,s), 1.41(3H,t,J=7.2Hz), 1 .99-2.1 2(2H,m), 2.82(3H,d,J=3.6Hz), 3.06-3. 16(2H J m), 3.64(3H,s) > 4.05(2H,s), 
4.1 6-4.35(3H,m), 4.83(2H,s), 5.48(2H,brs), 7.35(1 H,s), 7.44(1 H,s), 7.53(1 H,s), 8.1 3-8.24(1 H,m), 8.55(1 H,s), 9.1 0-9.1 8 
(1H,m), 9.79-9.89(1 H,m). 
MS:m/e(ESI)581.3(MH+) 

Example 853 

(1-{3-fert-Butyl-5-[2-(3-ethoxy-7-imino-2-methylra 
phenyl}-pyrrolidin-3-yloxy)-acetic acid trifluoroacetate 

[1762] 1H-NMR(DMSO-d6)5: 

1.24-1. 54(1 2H,m), 1 .98-2.14(2H,m), 2.77(3H,d,J=4.4Hz), 3.06-3.1 5(2H,m), 3.64(3H,s), 4.05(2H,s), 4.13-4.42(2H,m) l 
4.87(2H,s), 5.53(2H,brs), 7.34(1H,s), 7.44(1H,s), 7.99(1H,s), 8.42-8.62(1 H,m), 9.32-9.45(1 H.m), 9.90-10.00(1 H,m). 
MS:m/e(ESI)582.3(MH+) 

Example 854 

Methyl (1 -{3-te/t-butyl-5-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acety]-2-methoxy- 
phenyl}-pyrrolidin-3-yloxy)-acetate hydrobromide 

[1763] 1H-NMR(DMSO-d6)S: 

1.38(9H,s), 1.41(3H,t,J=6.8Hz), 1 .98-2.13(2H,m), 2.82(3H,d,J=4.8Hz), 3.06-3.15(2H,m), 3.38-3.48(2H,m), 3.63(3H, 
s), 3.64(3H,s), 4.17(2H,s), 4.1 8-4.40(3H,m), 4.84(2H,s), 5.40-5.56(2H,m), 7.34(1 H,d,J=2.0Hz), 7.44(1 H,d,J=2.0Hz), 
7.54(1H,s), 8.11 -8.28(1 H,m), 8.55(1H,s), 9.12-9.18(1 H,m), 9.79-9.86(1 H,m). 
MS:m/e(ESI)595.3(MH+) 

Example 855 

2-terf-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl]-acetyl]-phenyl methylcarbamate 
hydrobromide 

[1764] 1H-NMR(DMSO-d6)5: 

1.35(9H,S), 1.41(3H,t,J=6.8Hz), 2.70(3H,d,J=4.4Hz), 2.82(3H,d,J=4.8Hz), 4.28(2H,q,J=6.8Hz) I 4.86(2H,s), 5.49(2H, 
s), 7.26(1 H,d,J=8.4Hz), 7.54(1 H,s), 7.86-7.93(3H,m), 8.21 (1 H,q p J=4.8Hz), 8.56(1 H,s), 9.20(1 H.brs), 9.85(1 H t brs). MS: 
m/e(ESI)481.1(MH+) 

Example 856 

2-te/t-Butyl-4-[2-(5 > 6-diethoxy-7-fluoro-1-imino-1 > 3-dihydro-isoindol-2-yl)-acetyl]-phenyl methylcarbamate 
hydrobromide 

[1765] 1H-NMR(DMSO-d6)5: 

1.29(3H,t,J=7.0Hz), 1.35(9H,S), 1 .40(3H,t,J=7.0Hz), 2.70(3H,d,J=4.8Hz), 4.11 (2H,q,J=7.0Hz), 4.21 (2H,q,J=7.0Hz), 
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4.80(2H,s), 5.46(2H,s), 7.25(1 H,d,J=8.8Hz), 7.33(1 H,s), 7.88-7.92(3H,m). 
MS:m/e(ESI)486.2(MH+) 

Example 857 

2-fert-Butyt-4-[2-(3-ethoxy-7-imino-2-methyl^ 
methylcarbamate hydrobromide 

[1766] 1 H-NMR(DMSO-d6)5: 

1.35(9H,S), 1.36(3H,t l J=7.0Hz), 2.70(3H ) d,J=4.6Hz) l 2.78(3H,d,J=4.6Hz), 4.24(2H,q,J=7.0Hz), 4.90(2H,s), 5.53(2H, 
s), 7.26(1 H,d,J=8.4Hz), 7.87-7.94(3H,m), 8.00(1 H,s), 8.53(1 H,q,J=4.6Hz), 9.43(1 H,brs), 9.96(1 H.brs). 
MS:m/e(ESI)482.1(MH+) 

Example 858 

{8-tert-Butyl-6-[2-(5,6-diethoxy-7-fluo^ 
[1 ,4]oxazin-2-yl}-acetic acid hydrochloride 

[1767] 1H-NMR(DMSO-d6)5: 

1 .28(3H,t,J=6.8Hz), 1.32(9H,s), 1 .40(3H,t,J=6.8Hz), 2.56(1 H,dd,J=16.8,8.2Hz), 2.77(1 H,dd,J=1 6.8,4.0Hz), 2.92(3H, 
s), 3.08(1H,dd,J=16.4,8.0Hz), 3.62-3.72(1 H,m), 4.12(2H,q,J=6.8Hz), 7.22(2H,d,J=6.8Hz), 4.58-4.64(1 H,m), 4.78(2H, 
s), 5.47(2H,s), 7.18(1H,s), 7.24(1 H,s). 

Example 859 

{8-fert-Butyl-6-[2-(7-fluoro-1-imino-5,6-dim^ 
[Mloxazin^-yQ-acetic acid hydrochloride 

[1768] 1H-NMR(DMSO-d6)5: 

1.34(9H,s), 2.54(1 H,dd,J=1 6.8,8.2Hz), 2.74(1 H,dd,J=16.8,4.4Hz), 2.94(3H,s), 3.08(1 H,dd,J=16.4,8.0Hz), 3.60-3.72 
(1H,m), 3.86(3H,s), 3.97(3H,s), 4.57-4.64(1 H,m), 4.80(2H,s), 5.49(2H,s), 7.18(1H,s), 7.27(1H,s), 7.36(1H,s). 

Example 860 

{8-tert-Butyl-6-[2-(3-ethoxy-7-imino-2 -methyl 
3,4-dihydro-2H-benzo[1 ,4]oxazin- 2-yl}-acetic acid hydrochloride 

[1 769] 1 H-NM R(DMSO-d6)5: 

1 .29(9H,s), 1 .36(3H,t,J=7.0Hz), 2.50-2.62(1 H,m), 2.75-2.82(1 H,m), 2.78(3H,d,J=4.0Hz), 2.92(3H,s), 3.04-3.1 2(1 H,m), 
3.62-3.74(1 H,m), 4.24(2H,q,J=7.0Hz), 4.58-4.64(1 H,m), 4.88(2H,s), 5.54(2H,s), 7.19(1H,s), 7.30(1 H,s), 7.98(1 H,s), 
8.56(1 H,q,J=4.0Hz), 9.94(1 H.brs). 

Example 861 

Ethyl {8-ter/-butyl-6-[2-(5,6-diethoxy-7-fluoro-1-imino-1 t 3-dihydro-isoindol-2-yl)-acetyl]-4-methyl-3,4-dihydro-2H- 
benzo[1 ,4]oxazin-2-yl}-acetate hydrochloride 

[1 770] 1 H-NM R(DMSO-d6)6: 

1.20(3H,t,J=6.8Hz), 1 .29(3H,t,J=6.8Hz), 1.30(9H,s), 1 .39(3H,t,J=6.8Hz), 2.62(1 H,dd,J=1 6.0,8.8Hz), 2.88(1 H,dd, 
J=16,3.6Hz),2.90(3H,s), 3.08(1 H,dd,J=1 2,8.0Hz), 3.38(1 H.dd^^.S.eHz), 4.08(2H,q,J=6.8Hz), 4.10(2H,q,J=6.8Hz), 
4.21(2H,q.J=6.8Hz), 4.60-4.66(1 H,m), 4.78(2H,s), 5.48(2H,s), 7.19(1H,s), 7.28(1H,s), 7.34(1H,s), 9.03(1 H.brs), 9.36 
(1H,brs). 
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Example 862 

Ethyl {8-terf-butyl-6-[2-(7-fluoro-lHmi 
benzo[1 ,41oxazin-2-yl}-acetate hydrochloride 

[1771] 1H«NMR(DMSO-d6)5: 

1 .20(3H,t,J=6.8Hz), 1 .30(9H,t), 2.62(1 H,dd,J=1 6,9.2Hz), 2.86(1 H,dd, J=1 6,3.2Hz), 2.90(3H,s), 3.08(1 H,dd, 
J=1 2,8.0Hz), 3.40(1 H,dd,J=1 2,2.4Hz), 3.86(3H,s), 3.95(3H,s), 4.11 (2H,q,J=6.8Hz), 4.60-4.68(1 H,m), 4.80(2H,s), 5.45 
(2H,s), 7.18(1 H,d,J=2.0Hz), 7.28(1 H,d,J=2.0Hz), 7.35(1 H,s), 9.04(1 H.brs), 9.32(1 H.brs). 

Example 863 

Ethyl {8-tertbutyf-642-(3-ethoxy-7-imino-2-me 
3,4-dihydro-2H-benzo[1 ,4]oxazin-2-yl}-acetate hydrochloride 

[1772] 1H-NMR(DMSO-d6)5: 

1.20(3H,t,J=6.8Hz), 1 .29(9H,s), 1 .37(3H,t,J=6.8Hz), 2.62(1 H,dd,J=19.2,8.8Hz), 2.77(3H,d,J=4.0Hz), 2.86(1H,dd, 
J=1 9.2,3.2Hz), 2.91(3H,s), 3.09(1 H,dd,J=12,8.8Hz), 3.40(1 H,dd,J=12,3.6Hz), 4.09(2H,q,J=6.8Hz), 4.23(2H,q, 
J=6.8Hz), 4.57-4.70(1 H,m), 4.87(2H,s), 5.54(2H,s), 7.20(1 H,s), 7.29(1 H,s), 7.99(1 H,s), 8.55(1 H,q,J=4.0Hz), 9.51 (1 H, 
brs), 9.96(1 H,brs). 

Example 864 

2-(1 -{3-tert-Butyl-5-[2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2- methoxy-phenyl}- 
pyrrolidln-3-yloxy)-butyric acid trifluoroacetate 

[1 773] 1 H-NM R(DMSO-d6)5: 

0.92(3H,t,J=7.6Hz), 1 .44(9H,s), 1 .61 -1 83(2H,m), 2.1 0-2.24(2H f m), 3.09-3.1 7(1 H,m), 3.1 9-3.26(1 H.m), 3.41 -3.56(2H, 
m), 3.74(3H ) s), 3.92(1 H,dd,J=7.6and4.8Hz), 3.94(3H,s), 4.02(3H,s), 4.25-4.33(1 H,m), 4.85(2H,s) s 5.45(2H,s), 7.24 
(1H,s), 7.46(1 H,d,J=2.0Hz), 7.60(1 H,d,J=2.0Hz). 

Example 865 

2-(1-{3-ferf-Butyl-5-[2-(7-fluoro-1-imino-5,6-dimethoxy-1,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phe 
pyrrolidin-3-yloxy)-butyric acid trifluoroacetate 

[1774] 1 H-NMR(DMSO-d6)5: 

1 .00(3H,t,J=7.6Hz) i 1 .44(9H,s), 1 .63-1 .87(2H,m), 2.04-2.1 9(2H,m), 3.13-3.22(1 H ( m), 3.22-3.30(1 H,m), 3.40-3.57(2H, 
m), 3.74(3H,s) f 3.94(3H,s), 3.98(1 H,dd,J=7.6and4.4Hz), 4.02(3H,s), 4.25-4.35(1 H,m), 4.86(2H,s), 5.45(2H,s), 7.24 
(1H,s), 7.46(1 H,d,J=2.0Hz), 7.60(1 H,d,J=2.0Hz). 

Example 866 

Ethyl 8-terf-butyl-6-[2-(5 > 6-diethoxy-7-fluoro-1-imino-1,3-dihydro-isoindol-2-yl)-acetyl]-4-methyl-3,4-dihydro-2H- 
benzo[1 ,4]oxazine-2-carboxylate hydrochloride 

[1 775] 1 H-NM R(DMSO-d6)6: 

1.17(3H,t,J=6.8Hz), 1.28(3H,t,J=6.8Hz), 1.39(9H,s), 1 .27-1 .44(3H,m), 2.91 (3H,s), 3.42-3.55(2H s m), 4.12(2H,q, 
J=6.8Hz),4.10-4.20(2H,m), 4.22(2H,q,J=6.8Hz), 4.78(2H,s), 5.28-5.32(1 H.m), 5.47(2H,s), 7.17(1H,s), 7.32-7.36(2H, 
m), 9.03(1 H,brs), 9.34(1 H.brs). 

Example 867 

2-(3,5-Di-tert-butyl-4-hydroxy-benzoylamino)-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-carboxylic acid 
methylamide hydrobromide 

[1776] 1H-NMR(DMSO-d6)8: 

1.41{21H,m), 2.82(3H,d,J=4.8Hz), 4.27(2H,q,J=6.8Hz), 4.99(2H,s), 7.47(1 H,s) f 7.77(2H,s), 8.20(1 H,q,4.8Hz), 8.52 
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(1H t s). 

MS:m/e(ESI)481.2(MH+) 
Example 868 

1- (3-tert-Butyl-5-dimethylamino-4-meth^ 
ethanone hydrobromide 

[1777] 1 H-NMR(DMSO-d6)5: 

1.37(9H,s), 2.75(6H,s), 3.82(3H,s), 3.87(3H,s), 3.95(3H,s), 4.80(2H,s), 5.49(2H,s), 7.37(1 H,s), 7.45(1 H,d,J=2.0Hz), 
7.53(1 H,d,J=2.0Hz), 9.06(1 H.brs), 9.28(1 H,brs). 

Example 869 

2- [2-(3-fe/t-Butyl-5-dimethylamino-4-methoxy-phenyl)-2-oxo-ethyl]-6-dimethylamino-3-i 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1778] 1 H-NMR(DMSO-d6)S: 

1.37(9H,s), 2.75(6H,s), 2.77(3H,d,J=4.0Hz), 2.92(6H,s), 3.82(3H,s), 4.73(2H,s), 5.44(2H,s), 7.15(1H,s), 7.45(1 H,s), 
7.53(1 H,s), 8.06(1 H,), 8.36(1 H,q,J=4.0Hz), 8.93(1 H,brs), 9.49(1 H,brs). 

Example 870 

6-[2-(3-tert-Butyl-5-dimethylamino-4-meth^ 
pyridine-2-carboxyiic acid methylamide hydrochloride 

[1779] 1 H-NMR(DMSO-d6)8: 

1.36(3H,t,J=6.8Hz), 1.37(9H,s), 2.76(6H,s), 2.77(3H,d,J=4.0Hz), 3.83(3H,s), 4.24(2H,q,J=6.8Hz), 4.85(2H,s), 5.60 
(2H,s), 7.48(1 H,s), 7.54(1 H,s), 8.00(1 H,s), 8.57(1 H.q^.OHz), 9.56(1 H.brs), 9.97(1 H.brs). 

Example 871 

{8-tert-Butyl-6-[2-(5,6-diethoxy-7-fluoro^ 
oxazin-2-yl)-acetic acid hydrochloride 

[1 780] 1 H-NMR(DMSO-d6)5: 

1.29(3H,t,J=6.8Hz) f 1.35(9H,s), 1.39(3H p t,J=6.8Hz), 2.81 (1 H,dd,J=1 6.8,8.0Hz), 3.05(1 H,dd,J=16. 8, 4.0Hz), 4.11(2H, 
q,J=6.8Hz), 4.21(2H,q,J=6.8Hz), 4.79(2H,s), 4.98(1 H,d,J=4.0Hz), 5.45(2H,s), 7.33(1 H,s). 7.41 (1 H,d,J=2.0Hz), 7.53 
(1H,d,J=2.0Hz), 9.03(1 H.brs), 1 0.97(1 H.brs). 

Example 872 

Ethyl {8-ferf-butyl-6-[2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-3-oxo-3,4-dihydro-2H-benzo 
[1 ,4]oxazin-2-yl}-acetate hydrochloride 

[1781] 1H-NMR(DMSO-d6)5: 

1.17(3H,t,J=7.2Hz), 1.29(3H,t,J=6.8Hz), 1.33(9H,s), 1.40(3H l t,J=6.BHz) l 2.92(1 H,dd,J=1 6Hz,8.0Hz), 3.14(1 H.dd, 
J=16Hz,4.0Hz), 4.04-4.1 7(4H,m), 4.20(2H,q,J=6.8Hz), 4.79(2H,s) f 5.04(1 H,dd,J=8.0Hz,4.0Hz), 5.44(2H,s), 7.33(1 H, 
s), 7.41 (1H,s), 7.52(1 H,s), 9.05(1 H.brs), 9.32(1 H.brs). 
MS:m/e(ESI)570.2(MH+) 

Example 873 

Ethyl 2-(1 -{3-tert-butyl-5-[2-(7-fluoro-1 -imino-5,6-dimethoxy-1 t 3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl}- 
pyrrolidin-3-yloxy)-butyrate hydrobromide 

[1782] 1N-NMR(DMSO-d6)5: 

0.83and0.87[3N(1:1).each t.each J=7.2Hz], 1 .10-1 .28(3H,m), 1.38(9H,s), 1 .49-1 .75(2H,m), 1 .92-2.1 7(2H,m), 



346 



EP 1 391 451 A1 



2.99-3.20(2H,m), 3.25-3.52(2H,m), 3.64(3H,s), 3.87(3H,s), 3.95(3H,s), 4.02-4.29(3H,m) l 4.81 (2H,s), 5.51 (2H,s), 7.33 

(1H,s), 7.37(1 H,s), 7.44(1 H,s), 9.02-9.13(1 H,m) f 9.26-9.39(1 H.m). 

MS:m/e(ESI)614.3(MH+) 

Example 874 

1 -(3-tert-Butyl-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1783] 1H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=6.8Hz), 1 .33(9H,s), 1 .40(3H,t,J=6.8Hz), 4.1 1 (2H,q,J=6.8Hz), 4.21 (2H,q,J=6.8Hz), 4.82(2H,s), 5.51 (2H,s), 
7.34(1H,s), 7.55(1 H,t,J=8.0Hz) J 7.78(1 H,d,J=8.0Hz), 7.83(1 H,d,J=8.0Hz), 7.97(1H,s), 9.05(1 H.brs), 9.35(1 H.brs). 

Example 875 

2-f2-(3-tert-Butyl-5-ethoxy-4-methoxy-phenyl)-2^ 

5- carboxylic acid methylamide hydrobromide 

[1784] 1H-NMR(DMSO-d6)S: 

1.36(9H,S), 1.41(3H,t,J=6.8Hz), 2.77(3H,d,J=4.4Hz) I 2.92(6H,s), 3.89(3H,s), 4.13(2H,q,J=6.8Hz), 4.74(2H,s), 5.45 
(2H,s), 7.15(1 H,s), 7.51(2H,d,J=7.6Hz), 8.07(1 H,s), 8.35-8.38(1 H,m), 8.94(1 H.brs), 9.54(1 H.brs). 
MS:m/e(ESI)481.2(MH+) 

Example 876 

2-[2-(3-fe/t-Butyl-5-ethoxy-4-methoxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2 ) 3-dihydr^ carboxylic 
acid methylamide hydrobromide 

[1785] 1 H-NMR(DMSO-d6)S: 

1.36(9H,S), 1.39-1.43(6H,m), 2.82(3H,d,J=4.8Hz), 3.89(3H,s), 4.13(2H,q,J=7.0Hz), 4.28(2H,q,J=7.0Hz), 4.85(2H,s), 
5.50(2H,s), 7.51-7.54(3H,m), 8.21 (1 H.q^.BHz), 8.56(1H,s), 9.20(1 H.brs), 9.85(1 H.brs). 
MS:rn/e(ESI)482.2(MH+) 

Example 877 

I^S-tert-Butyl-S-ethoxy^-methoxy-phenyij^-tS^-diethoxy^-fluoro-l -imino-1 ^-dihydro-isoindol^-yQ-ethanone 
hydrobromide 

[1 786] 1 H-NM R(DMSO-d6)5: 

1.29(3H ( t,J=7.2Hz), 1.36(9H,S), 1 .38-1 .93(6H,m), 3.89(3H,s), 4.08-4.24(6H 1 m) ) 4.79(2H,s), 5.48(2H,s), 7.33(1 H,s), 

7.51(2H,d,J=5.2Hz), 9.03(1 H.brs), 9.26(1 H.brs). 

MS:m/e(ESI)487.2(MH+) 

Example 878 

6- [2-(3-tert-Butyl-5-ethoxy-4-methoxy-phenyl)-2-oxo-ethyl]-3-ethoxy-7-imino-6y-dihydro-5H-pyrrolo[3,4-b]pyridin 
2-carboxylic acid methylamide trifluoroacetate 

[1787] 1H-NMR(DMSO-d6)8: 

1.36(9H,S), 1.40-1.43(6^171), 2.78(3H,d f J=4.8Hz), 3.90(3H,s), 4.13(2H,q,J=7.0Hz), 4.24(2H,q,J=7.0Hz), 4.89(2H,s), 

5.54(2H,s), 7.50-7.52(2H,m), 8.00(1 H,s), 8.53(1 H,m), 9.42(1 H.brs), 9.96(1 H.brs). 

MS:m/e(ESI)483.1(MH+) 

Example 879 

(1-{3-terf-Butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl}- 
piperidin-4-yloxy)-acetic acid trifluoroacetate 

[1 788] 1 H-NM R(DMSO-d6)8: 
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1.36(9H,s), 1.41(3H t t,J=7.2Hz), 1 .62-1.77(2H,m), 1 .96-2.1 0(2H,m), 2.68-2.90(5H,m), 3.12-3.59(3H,m), 3.94(3H,s), 
4.08(2H,s), 4.28(2H,q,J=7.2Hz), 4.83(2H,s) 1 5.48(2H,s), 7.51(1H,s), 7.54(1H,s), 7.58(1H,s), 8.14-8.27(1 H,m), 8.55 
(1H,s), 9.09-9.17(1H,m), 9.78-9.88(1 H,m). 

Example 880 

(1-{3-tert-Butyl-5-[2-(7-fluoro-1-imino-5^ 
4-yloxy)-acetic acid trifluoroacetate 

[1789] 1H-NMR(DMSO-d6)5: 

1.36(9H,s), 1.63-1.76(2H,m), 1.97-2.08(2H,m), 2.69-2.82(2H,m), 3.16-3.60(3H,m), 3.87(3H,s), 3.94(3H,s), 3.95(3H, 
s), 4.07(2H,s), 4.80(2H,s), 5.47(2H,s), 7.36(1 H,s), 7.50(1 H,s), 7.57(1 H,s), 9.06-9.1 0(1 H,m), 9.24-9.32(1 H,m). 

Example 881 

Ethyl (1 -{3-fert-butyl-5-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyI}- 
piperidin-4-yloxy)-acetate 

hydrobromide 

[1790] 1 H-NMR(DMSO-d6)5: 

1.19(3H,t,J=7.2Hz), 1.36(9H,s), 1 .41 (3H,t,J=6.8Hz), 1 .64-1 .78(2H,m), 1 .97-2.1 0(2H t m), 2.69-2.80(2H,m), 2.82(3H,d, 
J=4.8Hz), 3.18-3.30(2H,m) > 3.49-3.60(1 H,m), 3.93(3H,s), 4.1 1 (2H,q,J=7.2Hz), 4.16(2H,s), 4.28(2H,q,J=7.2Hz), 4.84 
(2H,s), 5.49(2H,s), 7.52(1 H,s), 7.54(1 H,s), 7.58(1 H,s), 8.14-8.30(1 H,m), 8.55(1 H,s), 9.09-9.22(1 H,m), 9.77-9.91 (1 H, 
m). 

MS:m/e(ESI)623.2(MH+) 
Example 882 

Ethyl (1 -{3-terf-butyl-5-[2-(7-fluoro-1 -imino-5,6-dirnethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl}- 
piperidin-4-yloxy)-acetate hydrobromide 

[1791] 1H-NMR(DMSO-d6)5: 

1.19(3H s t,J=:7.2Hz), 1.36(9H,s), 1 .62-1 .78(2H,m), 1 .97-2.1 0(2H,m), 2.69-2.84(2H,m), 3.1 7-3.32(2H l m) l 3.50-3.58(1 H, 
m), 3.87(3H,s), 3.94(3H,s), 3.95(3H,s), 4.11 (2H > q,J=7.2Hz), 4.17(2H,s), 4.80(2H,s), 5.49(2H,s), 7.37(1 H,s), 7.51 (1H, 
s), 7.57(1H,s), 9.06-9.12(1H,m) t 9.24-9.35(1 H,m) . 
MS:m/e(ESI)600.2(MH+) 

Example 883 

2-terf-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1-imino-1 i 3-dihydro-isoindol-2-yl)-acetyl]-phenyl methanesulfonate 
hydrobromide 

[1792] 1H-NMR(DMSO-d6)8: 

1.29(3H,t,J=7.0Hz) l 1 .38-1 .41 (12H,m), 3.68(3H,s), 4.12(2H,q,J=7.0Hz) ( 4.21 (2H,q,J=7.0Hz) I 4.81(2H,s), 5.49(2H,s), 

7.34(1 H,s), 7.70(1 H,d,J=7.6Hz), 7.95-8.1 0(2H,m), 9.02(1 H.brs), 9.31(1H,brs). 

MS:m/e(ESI)507.1(MH+) 

Example 884 

{3-tert-Butyl-5-[2-(7-fluoro-1-imino-5,6-dime 
hydrobromide 

[1793] 1H-NMR(DMSO-d6)5: 

1.37(9H,s), 3.87(3H,s), 3.89(3H,s), 3.95(3H,s), 4.83(2H,s), 5.34(2H,s), 5.51 (2H.S), 7.37(1 H,s), 7.64(1 H,s), 7.70(1 H, 
s), 9. 1 0(1 H.brs), 9.37(1 H.brs). 
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Example 885 

4-{3'terf-Butyl-5-r2-(7-fluoro-1-imino-5 t 6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenoxy}- 
butyronitrile hydrobromide 

[1 794] 1 H-NM R(DMSO-d6)5: 

1.37(9H,s), 2.07-2.16(2H,m), 2.67-2.75(2H,m), 3.87(3H,s), 3.90(3H,s), 3.95(3H,s), 4.11 -4.1 8(2H,m), 4.82(2H,s), 5.51 
(2H,s), 7.37(1H,s), 7.49-7.59(2H,m), 9.00-9.17(1 H.brs), 9.27-9.40(1 H,m). 

Example 886 

2-[2-(3-tert-Butyl-5-cyanomethoxy-4-metho 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1795] 1 H-NMR(DMSO-d6)5: 

1.37(9H,s), 2.73-2.82(3H,m), 2.91(6H,s), 3.89(3H,s), 4.78(2H,s), 5.33(2H,s), 5.46(2H,s), 7.15(1H,s), 7.65(1H,s), 7.69 
(1H.s), 8.07(1 H,s), 8.31 -8.46(1 H,m), 8.97(1 H.brs), 9.55(1 H.brs). 

Example 887 

2-{2-[3-fe/t-Butyl-5-(3-cyano-propoxy)-4-methoxyphenyl]-2-oxo-ethyl}-6-dimethylamino-3-imin 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1796] 1 H-NMR(DMSO-d6)S: 

1.36(9H,s), 2.06-2.1 7(2H,m) t 2.71(2H,t,J=7.6Hz), 2.77(3H,d,J=4.8Hz), 2.91 (6H,s), 3.89(3H,s), 4.24(2H,t,J=6.0Hz), 
4.74(2H s s), 5.45(2H,s), 7.15(1H,s), 7.53(1H,s), 7.55(1H,s), 8.07(1H,s), 8.33-8.41 (1H,m), 8.95(1 H.brs), 9.55(1 H.brs). 

Example 888 

2-[2-(8-tert-Butyl-4-cyanomethyl-3,4-dihydro-^ 
1H-isoindole-5-carboxylic acid methylamide trifluoroacetate 

[1797] 1 H-NMR(DMSO-d6)5: 

1.36-1 .43(12H,m), 2.82(3H,d,J=5Hz), 3.30-3.40(2H,m), 4.28(2H,q,J=7Hz), 4.40(2H,m), 4.66(2H,s) J 4.85(2H,s), 5.45 
(2H,s), 7.42-7.45(2H,m), 7.53(1 H,s), 8.21 (1 H,q,J=5Hz) > 8.56(1 H,s), 9.22(1 H.brs), 9.82(1 H.brs). 
MS:m/e(ESI)504.3(MH+) 

Example 889 

6-[2-(8-rert-Butyl-4-cyanomethyl-3 < 4-dihydro-2H-benzo[1,4]oxazin-6-yl)-2-oxo-ethyl]-3-ethoxy-7-imino-67-dihydro 
5H-pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide trifluoroacetate 

[1798] 1 H-NMR(DMSO-d6)5: 

1.33-1.38(12H,s), 2.78(3H,d 1 J=5Hz), 3.30-3.40(2H J m) > 4.25(2H,q,J=7Hz), 4.40(2H,m), 4.66(2H,s), 4.89(2H,s), 5.49 

(2H,s), 7.40-7.43(2H,m), 7.99(1 H,s), 8.53(1 H,q,J=5Hz), 9.46(1 H.brs), 9.93(1 H.brs). 

MS:m/e(ESI)505.3(MH+) 

Example 890 

{8-rerf-Butvl-6-f2-(7-fluoro-1-imino-5 t 6-dimethoxy-1 > 3-dihydro-isoindol-2-yl)-acetyl]-2 > 3-dihydro-benzo[1 ,4]oxazin- 
4-yl}-acetonitrile trifluoroacetate 

[1799] 1H-NMR(DMSO-d6)5: 

1.36(9H,s), 3.30-3.40(2H,m), 3.87(3H,s), 3.95(3H t s), 4.40(2H,m), 4.66(2H,s), 4.82(2H,s), 5.45(2H,s), 7.36(1 H,s), 

7.40-7.42(2H,m) > 9.06(1 H.brs), 9.35(1 H.brs). 

MS:m/e(ESI)481.3(MH+) 
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Example 891 

{8-tert-Butyl-6-[2-(5,6-diethoxy-7-fl^^ 
acetonitrile trifluoroacetate 

[1800] 1H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=7Hz), 1 .33-1 .42(1 2H,m), 3.30-3.40(2H,m), 4.11(2H,q,J=7Hz), 4.21 (2H,q,J=7Hz), 4.40(2H,m), 4.66(2H,s), 

4.80(2H,s), 5.45(2H,s), 7.33(1 H,s), 7.40-7.42(2H,m), 9.03(1 H.brs), 9.34(1 H.brs). 

MS:m/e(ESI)509.3(MH+) 

Example 892 

{8-tert-Butyl-6-[2-(2-cyclopropyl^ 

4- yl}-acetonitrile trifluoroacetate 

[1 801 ] 1H-NMR (DMSO-d6) 8: 

1 .06-1 .1 1 (4H,m), 1 .36(9H,s), 2.32(1 H,m), 3.30-3.40(2H,m), 4.40(2H ) m), 4.66(2H,s), 4.83(2H,s), 5.51 (2H,s), 7.41 -7.44 

(2H,m), 7.72(1 H,d,J=8Hz), 8.09(1 H,d,J=8Hz), 9.52(1 H.brs), 9.64(1 H.brs). 

MS:m/e(ESI)444.3(MH+) 

Example 893 

2-[2-(8-terf-Butyl-4-cyanomethyl-3 > 4-dihydro-2H-benzo[1 ,4]oxazin-6-yl)-2-oxo-ethyl]-6-dimethylamino-3-imino- 
2 > 3-dihydro-1H-isoindole-5-carboxylic acid methylamide trifluoroacetate 

[1802] 1H-NMR(DMSO-d6)6: 

1 .36(98,8), 2.77(3H,d,J=4Hz), 2.91 (6H,s), 3.30-3.40(2H,m), 4.40(2H,m), 4.66{2H,s), 4.75(2H,s), 5.41 (2H,s), 7.15(1H r 

s), 7.41-7.43(2H,m), 8.07(1 H,s), 8.37(1 H,q,J=4Hz), 8.98(1 H.brs), 9.53(1 H.brs). 

MS:m/e(ESI)503.4(MH+) 

Example 894 

2-[2-(3-tert-Butyl-5-cyanomethoxy-4-methox^^ 

5- carboxylic acid methylamide hydrobromide 

[1 803] 1 H-NM R(DMSO-d6)5: 

1.38(9H,s), 1.42(3H,t,J=6.8Hz), 2.83(3H,d,J=4.8Hz), 3.89(3H,s), 4.29(2H,q,J=6.8Hz), 4.86(2H,s), 5.34(2H,s), 5.50 
(2H,s), 7.54(1 H,s), 7.65(1H,s), 7.71(1H,s), 8.15-8.30(1 H,m), 8.56{1H,s), 9.14-9.26(1 H,m), 9.77-9.93(1 H,m). 

Example 895 

2-{2-[3-tert-Butyl-5-(3-cyano-propoxy)-4-methoxyphe^ 
5-carboxylic acid methylamide hydrobromide 

[1804] 1H-NMR(DMSO-d6)5: 

1.36(9H,s), 1.41(3H,t,J=6.8Hz), 2.06-2.1 7(2H,m), 2.72(2H,t,J=7.2Hz), 2.82(3H,d,J=4.8Hz), 3.90(3H,s), 4.15(2H,t, 
J=6.0Hz), 4.28(2H,q,J=6.8Hz), 4.85(2H,s), 5.50(2H,s), 7.49-7.62(3H,m), 8.15-8.26(1 H,m), 8.56(1H,s), 9.18(1H,brs), 
9.85(1 H,brs). 

Example 896 

2-(3-tert-Butyl-5-dimethylamino-4-methoxybenzoylami^^ 
acid methylamide hydrobromide 

[1 805] 1 H-NM R(DMSO-d6)5: 

1.34(9H,s), 1.41(3H,t,6.8Hz), 2.74(6H,s), 2.82(3H t d,J=4.8Hz), 3.80(3H,s), 4.26(2H,q,J=6.8Hz), 5.00(2H,s), 7.5-7.6 

(3H,m), 8.21(1H,q,J=4.8Hz), 8.60(1H,s), 9.75(1 H f s), 10.30(1H,s), 11.53(1H,s). 

MS:m/e(ESI)482.1(MH+) 
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Example 897 

{2-fert-Butyl-4-[2-(7-fluoro-1-imino-5,6-dimeth^ 
hydrobromide 

[1806] 1H-NMR(DMSO-d6)5: 

1.37(9H,s), 3.86(3H,s), 3.95(3H,s), 4.79(2H,s), 5.41 (2H,s), 5.44(2H,s), 7.31 -7.35(2H,m), 7.88(1 Hs), 7.97-7.99(1 H,m). 
MS:m/e(ESI)440.1(MH+) 

Example 898 

{2-fert-Butyl-4-[2-(2-cyclopropyl^ 
hydrobromide 

[1807] 1H-NMR(DMSO-d6)5: 

1 .08*1 .11 (4H,m), 1 .37(9H,S), 2.30-2.34(1 H.m), 

4.83(2H,s), 5.42(2H,s) ) 5.56(2H,s), 7.33(1 H,d,J=8.8Hz), 7.72(1 H,d,J=8.2Hz), 7.89(1 H,s), 8.00(1 H,d,J=8.8Hz), 8.09 

(1H,d,J=8.2Hz), 9.60(2H,brs). 

MS:m/e(ESI)403.0(MH+) 

Example 899 

2-[2-(3-fe/t-Butyi-4-cyanomethoxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2 > 3-dihy acid 
methylamide hydrobromide 

[1808] 1H-NMR(DMSO-d6)5: 

1.37(9H,S), 1.42(3H,t,J=7.2Hz), 2.83(3H,d,J=4.8Hz), 4.28(2H,q,J=7.2Hz), 4.86(2H,s), 5.41 (2H,s), 5.47(2H,s), 7.33 
(IH.d^e.SHz), 7.54(1H,s), 7.89(1H,s), 8.00(11-1^=8.6^), 8.21(1H,m), 8.56(1 H,s), 9.1 9(1H,brs), 9.82(1 H,brs). 
MS:m/e(ESI)463.1(MH+) 

Example 900 

1- (3-terf-Butyl-5-ethoxy-4-methoxy-phenyl)-2-(7-fluoro-1-imino-5 ) 6-dimethoxy-1,3-dihydr^^^ 
hydrobromide 

[1 809] 1 H-NM R(DMSO-d6)5: 

1 .36(91-1,8), 1 .41 (3H,t,J=7.0Hz), 3.87(3H,s), 3.89(3H,s), 3.95(3H,s), 4.13(2H,q,J=7.0Hz), 4.81 (2H,s), 5.48(2H,s), 7.36 

(1H,s), 7.50(1 H,s), 7.51 (1H,s), 9.03(1 H.brs), 9.30(1 H.brs). 

MS:m/e(ESI)459.1(MH+) 

Example 901 

2- [2-(3-ferf-Butyl-4-cyanomethoxy-5-ethoxy-phenyl)-2-oxo-ethyl1-6-dimethylamino-3-imino-2,3-dihydro- 
5-carboxylic acid methylamide hydrobromide 

[1810] 1H-NMR(DMSO-d6)5: 

1.38(9H,S), 1.45(3H,t,J=7.2Hz), 2.78(3H,d,J=4.6Hz), 2.92(6H,s), 4.1 9(2H,q,J=7.2Hz), 4.74(2H,s), 5.19(2H,s), 5.46 
(2H,s), 7.15(1 H,s), 7.55(2H,s), 8.07(1 H,s), 8.36(1 H,q,J=4.6Hz), 8.95(1 H.brs), 9.53(1 H,brs). 
MS:m/e(ESI)506.2(MH+) 

Example 902 

{2-tert-Butyl-6-ethoxy-4-[2-(7-fluoro-lH^ 
hydrobromide 

[1 81 1 ] 1 H-NMR(DMSO-d6)8: 

1.38(9H t S), 1.45(3H,t > J=6.8Hz),3.87(3H,s) I 3.95(3H I s), 4.1 9(2H,q,J=6.8Hz), 4.81 (2H,s), 5.19(2H,s), 5.50(2H,s), 7.37 
(1H,s), 7.54(2H,d,J=1.2Hz), 9.08(1 H.brs), 9.33(1H,brs). 
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MS:m/e(ESI)484.1(MH+) 
Example 903 

2-[2-(3-fe/t-Butyl-4-cyanomethoxy-phenyl)-2-oxo-ethy>]-6-dimethylamino-3 
5-carboxylic acid methylamide hydrobromide 

[1 81 2] 1 H-NM R(DMSO-d6)5: 

1 .37(9H,S), 2.78(3H,d,J=4.8Hz), 2.92(6H,s), 4.75(2H,s), 5.41 (2H,s), 5.43(2H,s), 7.15(1 H,s), 7.33(1 H,d,J=8.4Hz), 7.89 

(1H.S), 7.99(1 H,s), 8.07(1 H,s), 8.37(1 H,q,J=4.8Hz) ( 8.95(1 H.brs), 9.53(1 H,brs). 

MS:m/e(ESI)462.1(MH+) 

Example 904 

{2-te^Butyl-4-[2-(5 ) 6-diethoxy-7-fluoro-1-imino-1,3-dihydroHsoindol-2-yl)-acetyl]-^ hydrobromide 
[1813] 1H-NMR(DMSO-d6)5: 

1.29(3H,t,J=7.0Hz), 1.37(9H,s), 1 .40(3H,t,J=7.0Hz), 4.12(2H, q, J=7.0Hz), 4.21 (2H, q, J=7.0Hz), 4.81 (2H, s), 5.41 
(2H,s), 5.47(2H,s), 7.33(1 H,d,J=8.0Hz), 7.34(1 H,s), 7.88(1 H,s), 7.98(1 H,d,J=8.4Hz), 9.02(1 H.brs), 9.32(1 H.brs). 
MS:m/e(ESI)468.1(MH+) 

Example 905 

{2-fe/t-Butyl-4-[2-(7-imino-2-methyl-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-ph 
hydrobromide 

[1814] 1H-NMR(DMSO-d6)8: 

1.37(9H,S), 2.67(3H,s), 4.87(2H,s), 5.41 (2H,s), 5.54 (2H, s) , 7.33(1 H,d,J=8.4Hz), 7.71 (1 H,d,J=8.4Hz), 7.89(1H,d, 
J=2.0Hz), 8.00(1 H I dd,J=2.0 I 8.4Hz) i 8.16(1 H,d,J=8.4Hz), 9.50(1^01-3), 9.97(1 H.brs). MS:m/e(ESI)377.0(MH+) 

Example 906 

{2-tert-Butyl-4-[2-(2-ethyl-7-imino-57-dihydro- pyrroloP^-blpyridin-e-yQ-acetyn-phenoxyj-acetonitrile hydrobromide 
[1815] 1H-NMR(DMSO-d6)5: 

1.31(3H,t,J=7.6Hz), 1.37(9H,S), 2.95(2H,q,J=7.6Hz), 4.87(2H,s), 5.41 (2H,s), 5.55(2H,s), 7.33(1 H,d,J=:8.8Hz), 7.74 
(1H,d,J=8.0Hz), 7.90(1H,s), 8.01 (1 H,d,J=8.4Hz), 8.18(1 H,d,J=8.0Hz), 9.52(1 H.brs), 9.87(1 H.brs). 
MS:m/e(ESI)391.0(MH+) 

Example 907 

2-[2-(3-tertButyl-4-methoxy-5-moroholino-phenyQ^^ 
5-carboxylic acid methylamide hydrobromide 

[1816] 1H-NMR(DMSO-d6)S: 

1.37(9H,S), 1.41(3H,t,J=6.8Hz), 2.82(3H,d,J=4.0Hz), 2.94-3.04(4H,m), 3.70-3.86(4H,m), 3.95(3H,s), 4.28(2H,q, 
J=6.8Hz), 4.85(2H,s), 5.51(2H,s), 7.50(1H,s), 7.54(1H,s), 7.61(1H,s), 8.20(1 H,q t J=4.0Hz), 8.56(1H,s), 9.16(1 H.brs), 
9.84(1 H.brs). 
MS:m/e(ESI)524.2(MH+) 

Example 908 

1-(3-fe/t-Butyl-4-methoxy-5-moroholino-ph 
ethanone hydrobromide 

[1 81 7] 1 H-NM R(DMSO-d6)5: 

1.37(9H,s), 2.95-3.05(4H,m), 3.74-3.85(4H,m), 3.87(3H,s), 3.95(3H,s), 3.96(3H,s), 4.81 (2H,s), 5.51 (2H,s), 7.37(1 H, 
s),7.49(1H,s), 7.60(1 H,s). 
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Example 909 

1-(3-fert-Butyl-4-methoxy-5-moipholin^ 
ethanone hydrobromide 

[1 81 8] 1 H-NM R(DMSO-d6)5: 

1.08-1.15(4H,m), 1.37(9H,s), 2.28-2.36(1 H,m), 2.94-3.06(4H,m), 3.75-3.86(4H,m), 3.95(3H,s), 4.82(2H,s), 5.56(2H, 
s), 7.50(1 H,s), 7.61 (1H,s), 7.72(1 H,d,J=8.0Hz), 8.10(1 H,d,J=8.0Hz). 

Example 910 

{3-te/t-Butyl-5-[2-(5,6-diethoxy-7-fluo^ 
hydrobromide 

[1819] 1H-NMR(DMSO-d6)S: 

I^SH^e.SHz), 1.37(9H,s), I.SgfSH.t^e.SHzJ.S.egtSH.s), 4.11 (2H,q,J=6.8Hz), 4.21 (2H,q,J=6.8Hz), 4.81 (2H,s), 
5.33(2H,s) > 5.48(2H,s), 7.34(1 H,s), 7.64(1 H,s), 7.69(1 H,s) t 9.00-9.1 0(1 H,m), 9.29-9.37(1 H,m). 

Example 911 

4-{3-tertButyl-5-[2-(5,6-diethoxy-7-fluoro-^ 
hydrobromide 

[1 820] 1 H-NM R(DMSO-d6)5: 

1.29(3H t t,J=6.8Hz), 1.36(9H,s), 1 40(3H,t,J=6.8Hz), 2.07-2.1 7(2H,m) ) 2.72(2H,t,J=7.2Hz), 3.90(3H,s), 4.07-4.1 7(4H, 
m), 4.21 (2H,q,J=6.8Hz), 4.79(2H,s), 5.48 (2H, s) , 7.33(1 H,s), 7.53(1 H,s), 7.54(1 H,s), 8.96-9.09(1 H.m), 9.23-9.36(1 H, 
m). 

Example 912 

{3-te/t-Butyl-5-[2-(2-cyclopropyl-7-imino-57-dihydro-pyrrolo[3 < 4-b]pyridin-6-yi)-acetyl]-2-methoxyph 
acetonitrile hydrobromide 

[1 821 ] 1 H-NM R(DMSO-d6)5: 

1.05-1.16(4H,m) l 1.37(9H,s), 2.27-2.37(1 H,m), 3.89(3H,s), 4.84(2H,s), 5.33(2H,s), 5.56(2H,s), 7.65(1 H,s), 7.70(1 H, 
s), 7.72(1 H,d,J-8.0Hz), 8.10(1 H,d,J=8.0Hz), 9.51 (1 H.brs), 9.67(1H,brs). 

Example 913 

4-{3-tertButyl-5-[2-(2-cyclopropyl-7-imino-5J-dihy 
butyronitrile hydrobromide 

[1822] 1H-NMR(DMSO-d6)5: 

1.05-1.18(4H,m), 1 .36(9H,s), 2.07-2.1 8(2H,m), 2.28-2.38(1 H,m), 2.72(2H,t,J=7.2Hz) p 3.89(3H,s), 4.1 5(2H,t,J=6.0Hz), 
4.83(2H,s), 5.56(2H,s), 7.55(2H,brs), 7.72(1 H,d,J=8.0Hz), 8.10(1H,d,J=8.0H 9.04-9.55(2H,m). 

Example 914 

1-(3-ferf-Butyl-5-isopropoxy-9-methoxy-phenyl)-2-(2-cyclopropyl-7-imlno-57-dihydro-pyrrolo[3,4-b]pyridin- 6-yl)- 
ethanone hydrobromide 

[1 823] 1 H-NM R(DMSO-d6)5: 

1.03-1.17(4H,m), 1 .33(6H,d,J=6.0Hz), 1.35(9H,s), 2.25-2.37(1 H,m), 3.88(3H,s), 4.65-4.79(1 H.m), 4.82(2H,s), 5.56 
(2H ( s), 7.51(2H,s), 7.72(1 H f d,J=8.0Hz), 8.10(1 H,d,J=8.0Hz), 9.46-9.73(2H,m). 
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Example 915 

1-(3-terf-Butyl-5-dimethylamino-4-methoxy-phenyl)-2-(5 > 6-diethoxy-7-fluQro-1-imi 
ethanone hydrobromide 

[1824] 1 H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=7.2Hz), 1 .37(9H,s), 1 .39(3H,t,J=7.2Hz), 2.74(6H,s), 3.82(3H,s), 4.14(2H,q l J=7.2Hz) I 4.21 (2H > q,J=7.2Hz) ( 

4.77(2H,S), 5.46(2H,s), 7.32(1 H,s), 7.45(1 H,d,J=2.0Hz), 7.53(1 H,d,J=2.0Hz). 

MS:m/e(ESI)486.2(MH+) 

Example 916 

1- (3-terf-Butyl-4-methoxy-5-morpholino-phenyl)-2-(5,6-diethoxy-7-fluoro-1-imino-1 t 3-dihydro-isoindol-2-yl)-ethanone 
hydrobromide 

[1 825] 1H-NM R(DMSO-d6)8: 

1.29(3H,t,J=6.8Hz), 1.36(9H,s), 1 .39(3H,t,J=6.8Hz), 2.95-3.12(4H,m), 3.75-3.84(4H,m), 3.94(3H,s), 4.12(2H,q, 
J=6.8Hz), 4.20(2H,q,J=6.8Hz), 4.78(2H,s), 5.46(2H,s), 7.33(1 H,s), 7.49(1 H,s), 7.59(1 H,s). 
MS:m/e(ESI)528.2(MH+) 

Example 917 

2- fert-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcafo^ methanesulfonate 
hydrobromide 

[1826] 1H-NMR(DMSO-d6)5: 

1.40-1. 43(1 2H,m), 2.82(3H,d,J=4.8Hz), 3. 68 (3H, s) , 4.28(2H,q,J=6.8Hz), 4.86(2H,s), 5.51 (2H,s), 7.55(1 H,s), 7.70 
(1H,d,J=8.4Hz), 7.97-8.00(2H,m), 8.1 9-8.22(1 H,m), 8.56(1H,s), 9.20(1 H.brs), 9.86(1 H.brs). 
MS:m/e(ESI)502.1(MH+) 

Example 918 

2-tert-Butyl-4-[2-(5-dimethylamino-1-imino-6-m 
methanesulfonate hydrobromide 

[1827] 1H-NMR(DMSO-d6)5: 

1.40(9H,S), 2.77(3H ) d I J=4.8Hz) 1 2.92(6H,s), 3.68(3H,s), 4.76(2H,s), 5.46(2H,s), 7.15(1 H,s), 7.70(1 H,d,J=8.4Hz), 

7.95-8.00(2H,m) > 8.07(1 H t s), 8.34-8.37(1 H,m), 8.96(1 H,brs), 9.57(1 H.brs). 

MS:m/e(ESI)501.1(MH+) 

Example 91 9 

2-ferf-Butyl-4-[2-(3-ethoxy-7-imino-2-methylcarbamoyl-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acer^l]-phenyl 
methanesulfonate hydrobromide 

[1828] 1H-NMR(DMSO-d6)5: 

1.36(3H,t,J=6.8Hz), 1.41(9H,s), 2.77(3H,d,J=4.4Hz), 3.68(3H,s), 4.24(2H,q,J=6.8Hz), 4.90(2H,s), 5.54(2H,s), 7.70 

(1H,d,J=8.4Hz), 7.95-8.00(3H,m), 8.52(1 H.m), 9.44(1 H.brs), 9.99(1 H.brs). 

MS:m/e(ESI)503.1(MH+) 

Example 920 

Ethyl 2-{8-ferf-butyl-6-[2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2,3-dihydro-benzo[1 ,4] 
oxazin-4-yl}-propanoate hydrobromide 

[1829] 1H-NMR(DMSO-d6)S: 

1.15(3H,t,J=7Hz), 1.33-1.48 (12H,m), 3.30-3.40(2H,m), 3.86(3H,s), 3.95(3H,s), 4.10.(2H,m) s 4.40(2H,m), 4.71 (1H,q, 
J=6Hz), 4.79 (2H, s), 5.40(1 H,d,J=1 8Hz), 5.50(1 H,d,J=1 8Hz), 7.1 8(1 H.brs), 7.27(1 H,brs), 7.35(1 H,s), 9.06(1 H.brs), 
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9.38(1 H.brs). 
Example 921 

Ethyl 2^8-te/t-butyl-6-[2-(2<yclopropy)-7-i^^ ,4] 
oxazin-4-yl}-propanoate hydrobromide 

[1830] 1 H-NMR(DMSO-d6)5: 

1.03-1.12(4H,m), 1 .15(3H f t f J=7Hz) l 1.35(9H,s), 1 .44(3H,d,J=6Hz), 2.32(1 H,m), 3.30-3.40(2H,m), 4.09(2H,m), 
4.25-4.30(2H,m), 4.28(2H,m), 4.71(1H,q,J=6Hz), 4.80(2H,s) 1 5.43(1 H,d,J=18Hz), 5.52(1 H,d,J=18Hz), 7.20(1 H,s), 
7.28(1 H,s), 7.71(1H,d,J=8Hz), 8.08(1 H,d,J=8Hz), 9.50(1 H,brs), 9.62(1 H.brs). 

Example 922 

2-[2-(3-fert-Butyl-4-cyanomethoxy-5-dim^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1831] 1 H-NMR(DMSO-d6)S: 

1.39(9H,S) t 2.71 (6H,s) f 2.77(3H,d,J=4.4Hz), 2.91(6H,s), 4.74(2H,s), 5.25(2H,s), 5.46(2H,s), 7.15(1 H,s), 7.57(1H,s), 

7.60(1H,s), 8.06(1H,s), 8.35(1 H,m), 8.92(1 H,brs), 9.53(1 H.brs). 

MS:m/e(ESI)505.2(MH+) 

Example 923 

2-[2-(3-tertButyl-4-methoxy-5-(pyrrolidin-1-yl)^ 
5-carboxylic acid methylamide hydrobromide 

[1832] 1H-NMR(DMSO-d6)5: 

1.38(9H,S), 1.41(3H t t,J=6.8Hz), 1 .91 (4H,brs), 2.82(3H,d,J=4.0Hz), 3.15(4H,brs), 3.64(3H J s), 4.27(2H,q,J=7.0Hz), 
4.83(2H,s), 5.47(2H,s), 7.35(1 H,s), 7.43(1 H,s) f 7.53(1 H,s), 8.1 8-8.21 (1H,m), 8.55(1 H,s). 
MS:m/e(ESI)507.2(MH+) 

Example 924 

1 -(3-tert-Butyl-4-methoxy-5-(pyrrolidin-1 -yl)-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[1833] 1H-NMR(DMSO-d6)5: 

1 .29(3H ) t,J=6.8Hz), 1 .37(9H,s), 1 .39(3H,t,J=6.8Hz) f 1 .91 (4H,brs), 3.15(4H,brs), 3.64(3H,s), 4.11 (2H,q,J=6.8Hz), 4.21 
(2H l q,J=6.8Hz), 4.78(2H,s) 1 5.46(2H,s), 7.33(1 H,s), 7.34(1 H,s), 7.42(1 H,s), 9.01 (1 H.brs), 9.23(1 H.brs). 
MS:m/e(ESI)512.2(MH+) 

Example 925 

2-[2-(3-te^Butyl-4-methoxy-5-(pyrrolidin^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1 834] 1 H-NM R(DMSO-d6)5: 

1.38<9H,s), 1.91(4H,brs), 2.78(3H,d,J=4.4Hz) ) 2.91 (6H,s), 3.15(4H,brs), 3.64(3H,s), 4.72(2H,s), 5.42(2H,s), 7.15(1 H, 

S), 7.35(1 H,S), 7.43(1 H,s), 8.06(1 H,s), 8.35-8.38(1 H,m). 

MS:m/e(ESI)506.3(MH+) 

Example 926 

1-(3-te^Butyl-4-methoxy-5-(pyrrolidin-1-yl)-^^ 
ethanone hydrobromide 

[1835] 1 H-NMR(DMSO-d6)6: 
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1.08-1.11(4H,m), 1.38(9H,s), 1 .91 (4H,brs), 2.29-2.35(1 H,m), 3.15(4H,brs), 3.65(3H,s), 4.81(2H,s), 5.56(2H,s), 7.36 
(1H,s), 7.44(1 H,s), 7.72(1 H,d,J=8.6Hz), 8.09(11-1^=8.61^), 9.50(1 H.brs), 9.62(1 H.brs). 

Example 927 

1 -(3-te^Butyl-4-methoxy-5-(pyrrolidin-1 -yl)-phenyl)-2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[1836] 1 H-NMR(DMSO-d6)6: 

1.38(9H,s), 1.91(4H,brs), 3.15(4H,brs), 3.65(3H,s), 3.87(3H,s), 3.95(3H,s), 4.80(2H,s), 5.48(2H,s), 7.35(1H,s), 7.36 

(1H,s), 7.43(1 H,s), 9.02(1 H.brs), 9.23(1 H,brs). 

MS:m/e(ESI)484.2(MH+) 

Example 928 

2-[2-(3-fert-Butyl-5-isopropoxy-4-methoxy-phenyl)-2^ 
5-carboxylic acid methylamide hydrobromide 

[1837] 1 H-NMR(DMSO-d6)5: 

1.33(6H,d,J=6.4Hz), 1.36(9H,s), 1 .41(3H,t,J=6.8Hz), 2.82(3H,d J J=4.4Hz), 3.88(3H,s), 4.28(2H,q,J=6.8Hz), 4.64-4.77 
(1H,m), 4.85(2H,s), 5.49(2H,s), 7.51(2H,s) J 7.54(1H,s), 8.14-8.26(1 H,m), 8.56(1H,s), 9.12-9.21 (1 H.m), 9.79-9.89(1H, 
m). 

Example 929 

1-(3-ferf-Butyl-5-isopropoxy-4-methoxy-phenyQ-2-(5,6-diethoxy-7-f(uoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-ethanone 
hydrobromide 

[1838] 1H-NMR(DMSO-d6)5: 

1,29(3H,t,J=6.8Hz), 1 .33(61-1^-6.01^), 1.35(9H,s), 1 .39(3H,t,J=6.8Hz), 3.88(3H,s), 4.11 (2H,q,J=6.8Hz), 4.21(2H,q > 
J=6.8Hz), 4.64-4.77(1 H,m), 4.80(2H,s), 5.47(2H,s), 7.33(1 H,s), 7.50(2H,s), 9.05(1 H.brs), 9.29(1 H.brs). 

Example 930 

1-(3-fert-Butyl-5-isopropoxy-4-methoxy-phenyl)-2-(7-fluoro-1-imino-5,6-dimethoxy-1,3-dihydro-isoindo}-2-yl)- 
ethanone hydrobromide 

[1839] 1H-NMR(DMSO-d6)5: 

1.33(6H,d,J=5.6Hz), 1.35(9H,s), 3.87(3H,s), 3.88(3H,s), 3.95(3H,s), 4.64-4.76(1 H.m), 4.81 (2H,s), 5.48(2H,s), 7.36 
(1H,s), 7.50(2H,s), 8.99-9.1 6(1 H,m), 9.25-9.40(1 H,m). 

Example 931 

Ethyl 2-{8-terf-butyl-6-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2,3-dihydro-benzo 
[1 ,4]oxazin-4-yl}-propanoate hydrochloride 

[1840] 1 H-NMR(DMSO-d6)5: 

1.15(3H,t ) J=7Hz), 1.30-1 .50(1 5H,m), 2.82(3H,d,J=5Hz) J 3.30-3.40(2H,m), 4.09(2H,m), 4.22-4.36(4H,m), 4.71 (1H,q, 
J=6Hz), 4.82(2H,s), 5.38(1 H,d,J=1 8Hz), 5.48(1 H.d.J^IBHz), 7.20(1 H.brs), 7.28(1 H.brs), 7.53(1H,s) r 8.21(1H,q, 
J=5Hz), 8.55(1 H,s), 9.21(1H,brs), 9.82(1 H.brs). 

Example 932 

Ethyl 2-{8-ferT-butyl-6-[2-(3-ethoxy-7-imino-2-methylcarbamoyl-5 t 7-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-acetyl]- 
2,3-dihydro-benzo[1 ,4]oxazin-4-yl)-propanoate hydrochloride 

[1841] 1H-NMR(DMSO-d6)5: 

1.15(3H,t,J=7Hz) I 1.32-1.39(12H,m), 1 .44(3H,d,J=7Hz), 2.33(1 H,m), 2.77(3H,d,J=5Hz) 1 3.30-3.40(2H,m), 4.09(2H, 
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m), 4.20-4.30(4H,m), 4.71(1 H,q,J=7Hz), 4.86(2H,s), 4.82(2H,s), 5.43(1 H,d,J=1 8Hz), 5.52(1 H,d,J=18Hz), 7.20(1 H,d, 

J=2Hz), 7.27(1 H,d,J=2Hz), 7.98(1 H,s), 8.55(1 H,q,J=5Hz), 9.47(1 H.brs), 9.92(1 H.brs). 

MS:m/e(ESI)566.2(MH+) 

Example 933 

Ethyl 2^8-fert-butyl-6-[2-(5-dimethylam 
benzo[1 ( 4]oxazin-4-yl}-propanoate hydrochloride 

[1842] 1H-NMR(DMSO-d6)S: 

1.15(3H,t,J=7Hz), 1.32-1 .39(9H,m), 1.44(3H,d,J=7Hz), 2.77(3H,d,J=5Hz), 3.30-3.40(2H,m), 4.10(2H,m), 4.27(2H,m), 
4.70-4.73(3H,m), 5.35(1 H,d,J=1 8Hz), 5.46(1 H,d,J=1 8Hz), 7.14(1 H,s), 7.21 (1 H,d,J=2Hz), 7.27(1 H,d,J-2Hz), 8.08(1 H, 
s), 8.37(1 H,q,J=5Hz), 9.06(1 H,brs), 9.57(1 H,brs). 

Example 934 

2-[2-(3-Dimethylamino-5-isopropyl-4-methoxy-phenyiy^^ 
5-carboxylic acid Diethylamide hydrobromide 

[1843] 1 H-NMR(DMSO-d6)5: 

1.20(6H,d,J=7.2Hz), 1 .41 (3H,t,J=6.8Hz), 2.78(6H,s), 2.81 <3H, d, J=4.4Hz), 3.77 (3H, s), 4.28(2H, q, J=6.8Hz), 4.84 
(2H,s), 5.49(2H,s), 7.36(1 H,s), 7.51 (1H,s), 7.54(1 H,s), 8.20(1 H,q,J=4.4Hz), 8.56(1 H,s), 9.1 7(1 H,brs), 9.84(1 H.brs). 

Example 935 

2-(5,6-Diethoxy-7-fluoro-1-imino-1,3-dihydro-isoin^ 
ethanone hydrobromide 

[1844] 1H-NMR(DMSO-d6)5: 

1.20(6H,d,J=6.8Hz), 1.29(3H,t,J=6.8Hz), 1 .39(3H,t,J=6.8Hz), 2.78(6H,s), 3.76(3H,s), 4.11 (2H,q,J=6.8Hz), 4.22(2H,q, 
J=6.8Hz), 4.79(2H,s), 5.47(2H,s), 7.34-7.36(2H,m), 7.52(1 H,s). 

Example 936 

2-[2-(3-fert-Butyl-4-methoxy-5-methylam 

5- carboxylic acid methylamide hydrobromide 

[1845] 1H-NMR(DMSO-d6)5: 

1.37(9H,s), 1.41(3H,t,J=7.0Hz), 2.76(3H,d,J=5.0Hz), 2.82(3H,d,J=4.4Hz), 3.72(3H,s), 4.28(2H,q,J=7.0Hz), 4.84(2H, 
s), 5.47(2H,s), 5.51 (1 H,q ( J=5.0Hz), 7.05(1 H,s), 7.24(1 H,s), 7.54(1 H,s), 8.21 (1 H,q,J=4.4Hz) i 8.55(1 H,s), 9.1 7(1 H.brs), 
9.82(1 H.brs). 
MS:m/e(ESI)467.3(MH+) 

Example 937 

6- [2-(3-fertButyl-5-isopropoxy-4-methoxy-phe^ 
pyridine-2-carboxylic acid methylamide trifluoroacetate 

[1846] 1H-NMR(DMSO-d6)6: 

1.26-1 .43(1 8H,m), 2.77(3H,d,J=4.8Hz), 3.88(3H,s), 4.24(2H,q,J=6.8Hz), 4.64-4.77(1 H,m), 4.88(2H,s), 5.52(2H,s), 
7.50(2H,s), 7.99(1H,s), 8.47-8.58(1 H,m), 9.34-9.46(1 H,m), 9.90-10.03(1 H,m). 

Example 938 

2-[2-(3-ferf-Butyl-5-isopropoxy-4-methoxy-phenyl)-2-oxo-ethyl]-6-dimethylamino-3-imino-2,3-dihydro-1H-isoindole- 
5-carboxylic acid methylamide trifluoroacetate 

[1847] 1H-NMR(DMSO-d6)8: 
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1.33(6H,d,J=6.0Hz), 1.35(9H,s), 2.77(3H,d,J=4.4Hz), 2.91 (6H,s), 3.88(3H ( s), 4.63-4.80(3H,m), 5.44(2H,s), 7.15(1 H, 
s), 7.50(2H,s), 8.07(1 H,s) f 8.31-8.43(1 H,m), 8.88-8.99(1 H,m), 9.46-9.60(1 H,m). 

Example 939 

2-{2-[3-te/t-Butyl-5-(9-cyano-piperidin-1-yl)-4-m dihydro-1H- 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1 848] 1 H-NM R(DMSO-d6)5: 

1.36(9H,s), 1.41(3H,t,J=6.8Hz), 1 .88-2.1 3(4H,m), 2.82(3H,d,J=4.4Hz), 2.86-2.98(2H,m), 3.02-3.1 8(3H,m), 3.93(3H, 
s), 4.28(2H,q,J=6.8Hz), 4.84(2H,s), 5.49(2H J s), 7.52(1 H,d,J=1 .6Hz), 7.54(1 H,s), 7.61 (1 H,d,J=1 .6Hz), 8.14-8.26(1 H, 
m), 8.56(1H,s), 9.10-9.18(1H,m), 9.81-9.88(1 H,m). 
MS:m/e(ESI)546.2(MH+) 

Example 940 

1 -(3-te/t-Butyl-4-hydroxy-phenyl)-2-(5 ) 6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[1849] 1 H-NMR(DMSO-d6)S: 

1 .29(3H,t,J=6.8Hz), 1 .37(9H s s), 1 .40(3H,t,J=6.8Hz), 4.1 1 (2H,q,J=6.8Hz), 4.21 (2H,q,J=6.8Hz), 4.78(2H,s), 5.40(2H,s), 
6.95(1 H,d,J=8.6Hz), 7.32(1 H,s), 7.75(1 H,d,J=8.6Hz), 7.80(1 H,s), 9.00(1 H.brs), 9.30(1 H.brs). 
MS:m/e(ESI)429.1(MH+) 

Example 941 

2-{8-fe^Butyl-6-[2-(5-ethoxy-1-imino-6^ 
oxazin-4-yl}-2-methyl-propanoic acid hydrochloride 

[1 850] 1 H-NM R(DMSO-d6)8: 

1 .36(9H,s), 1 .38(3H,t,J=7Hz), 1 .48(6H,s), 2.82(3H,d,J=5Hz), 3.30-3.40(2H,m), 4.22-4.40(4H,m), 4.82(2H,s), 5.40(2H, 
s), 7.08(1 H,brs), 7.30(1 H,brs), 7.52(1 H,s), 8.21 (1 H,q,J=5Hz), 8.55(1 H,s), 9.22(1 H.brs), 9.83(1 H.brs). 
MS:m/e(ESI)551.2(MH+) 

Example 942 

2-(8-terr-Butyl-6-[2-(3-ethoxy-7-imino-2-methylcarbamoyl-5 > 7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]- 
benzo[1 ,4]oxazin-4-yl}-2-methyl-propanoic acid hydrochloride 

[1851] 1H-NMR(DMSO-d6)5: 

1 .30-1 .40(12H,m), 1 .48(6H,s), 2.77(3H,d,J=5Hz), 3.30-3.40(2H,m), 4.22-4.33(4H,m), 4.85(2H,s), 5.43(2H,s), 7.08(1 H, 
brs), 7.29(1 H,brs). 7.98(1 H,s), 8.54(1 H,q,J=5Hz), 9.45(1 H,brs), 9.91(1H,brs). 

Example 943 

2-ferf-Butyl-6-dimethylamino-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ^-dihydro-isoindol^-yQ-acetyll-phenyl 
acetate hydrobromide 

[1 852] 1 H-NM R(DMSO-d6)5: 

1.33(9H,s), 1.41(3H,t,J=7.2Hz), 2.33(3H,s), 2.65(6H,s), 2.82 (3H, d, J=4.8Hz), 4.27 (2H, q, J=7.2Hz) , 4.85(2H, s), 
5.51(2H,s), 7.54(1H,s), 7.58(1H,s), 7.66(1H,s), 8.19-8.21 (1 H,m), 8.55(1H,s), 9.1 7(1 H,brs), 9.84(1 H.brs), 
MS:m/e(ESI)509.2(MH+) 
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Example 944 

2^2-[3-tert-Butyl-4-methoxy-5-(2-oxo-oxazolidin-3-yl)-ph 
isoindole-5-carboxylic-acid methylamide 

hydrobromide 

[1853] 1 H-NMR(DMSO-d6)5: 

1.38{9H,s), 1.41(3H,t,J=6.8Hz), 2.82(3H,d,J=4.4Hz), 3.82(3H,s), 3.93(2H,t,J=7.6Hz), 4.28(2H,q,J=6.8Hz), 4.54(2H,t, 
J=7.6Hz), 4.85(2H,s), 5.46(2H,s), 7.54(1 H,s), 7.83(1 H,d t J=2.0Hz), 7.99(1 H,d,J=2.0Hz), 8.20(1 H,q, J=4.4Hz), 8.56(1 H, 
s). 

Example 945 

2-tert-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl acetate hydrobromide 
[1854] 1 H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=7.0Hz), 1 .34(9H,s), 1 .40(3H,t,J=7.0Hz), 2.37(3H,s), 4.1 2(2H > q,J=7.0Hz) > 4.21 (2H 1 q,J=7.0Hz), 4.81 (2H,s), 
5.49(2H l s), 7.31-7.34(2H,m), 7.93(1 H,d,J=8.4Hz), 7.96(1 H,s), 9.02(1 H.brs), 9.30(1 H.brs). 
MS:m/e(ESI)471.1(MH+) 

Example 946 

2-tert-Butyl-4-[2-(5-ethoxy-1-imino-6-met acetate 
hydrobromide 

[1855] 1 H-NMR(DMSO-d6)S: 

1.35(9H,s), 1.42(3H,t,J=7.0Hz), 2.37 (3H, s) , 2.83(3H,d,J=4.4Hz), 4.28(2H,q,J=7.0Hz), 4.86(2H,s), 5.50(2H,s), 7.33 
(1 H,d,J=8.4Hz), 7.54(1 H,s), 7.94(1 H,d,J=8.4Hz), 7.97(1 H,s), 8.1 9-8.21 (1 H,m), 8.56(1 H,s), 9.20(1 H.brs), 9.82(1 H.brs). 
MS:m/e(ESI)466.2(MH+) 

Example 947 

{8-te/t-Butyi-6-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 .S-dihydro-isoindol^-yiyacetyll^-methyl-S^-dihydro^H-benzo 
[1 ,4]oxazin-2-ylmethoxy}-acetic acid hydrochloride 

[1 856] 1 H-NM R(DMSO-d6)5: 

1.29(3H^J=6.8Hz)J.35(9H.s)J.39(3H^ 4.02-4.18(2H, 
m), 4.11(2H ( q,J=6.8Hz), 4.20(2H,q,J=6.8Hz), 4.37-4.48(1 H,m), 4.78(2H,s), 5.46(2H,s), 7.18(1H,s), 7.28(1 H,s), 7.32 
(1H,s) f 9.04(1 H.brs), 9.33(1 H.brs). 
MS:m/e(ESI)572.2(MH+) 

Example 948 

Ethyl {8-tertbutyl-6-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 .S-dthydro-isoindol^-yQ-acetyll^-methoxy-S^-dihydro^H- 
benzo[1 ,4]oxazin-2-ylmethoxy}-acetate hydrochloride 

[1857] 1 H-NMR(DMSO-d6)5: 

1.20(3H,t.J=6.8Hz), 1 .27(3H,t,J=6.8Hz), 1.35(9H,s), 1 .39(3H,t,J=6.8Hz) l 2.91(3H,s), 3.11 -3.45(2H,m), 3.75(2H,d, 
J=4.8Hz), 4.11(2H,q,J=6.8Hz), 4.10-4.25(6H,m), 4.38-4.48(1 H,m), 4.78(2H,s), 5.47(2H,s), 7.18(1H,s), 7.28(1H,s), 
7.32(1 H,s), 9.04(1 H,brs), 9.36(1 H.brs). 
MS:m/e(ESI)600.2(MH+) 
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Example 949 

2^2-[3-tert-Butyl-4-methoxy-5-(4-oxo-piperidin-1^ 
5-carboxylic acid methylamide hydrobromide 

[1858] 1H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.41(3H,t,J=6.8Hz) f 2.48-2.62(4H,m), 2.81 (3H,d,J=4.0Hz), 3.22-3.42(4H.m), 4.03(3H,s), 4.27(2H,q, 
J=6.8Hz), 4.84(2H,s), 5.49(2H ( s) f 7.54(1 H,s), 7.57(1 H,s), 7.63(1 H,s), 8.20(1 H t q,J=4.0Hz), 8.55(1 H,s). 

Example 950 

H3-fertButyl-5-[2-(5,6-diethoxy-7-fluoro-1-^ 
4-one hydrobromide 

[1 859] 1 H-NM R(DMSO-d6)S: 

1 .29(3H,t,J=6.8Hz), 1.38(9H,s), 1 .39(3H,t,J=6.8Hz), 2.48-2. 62(4H,m), 3.28-3.45(4H,m), 4.02(3H,s), 4.11 (2H,q, 
J=6.8Hz), 4.20(2H,q f J=6.8Hz), 4.79(2H,s), 5.48(2H,s), 7.33(2H,s), 7.56(2H,s), 7.62(2H,s). 

Example 951 

2^2-[3-tert-Butyl-4-methoxy-5-(2-oxo-pyrrolidin-1-y^^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1860] 1 H-NMR(DMSO-d6)5: 

1.37(9H,s), 1.41(3H,t,J=6.8Hz), 2.12-2.24(2H,m), 2.82(3H,d,J=4.0Hz), 3.28-3.40(2H,m), 3.64-3.72(2H,m), 3.74(3H, 
s), 4.27{2H,q,J=6.8Hz), 4.85(2H,s), 5.46(2H,s), 7.54(1 H,s), 7.81 (1 H,d,J=2.0Hz), 7.83(1 H,d,J=2.0Hz), 8.20(1 H,q, 
J=4.0Hz), 8.55(1 H,s). 

Example 952 

1- {3-tertButyl-5-[2-(5,6-diethoxy-7-fluoro-1-im^ 

2- one hydrobromide 

[1861] 1 H-NMR(DMSO-d6)6: 

1 .29(3H,t,J=6.8Hz), 1 .37 (9H, s), 1 .39(3H,t,J=6.8Hz), 2.12-2.24(2H,m), 3.30-3.40(2H,m), 3.68(2H,t,J=6.8Hz), 3.74(3H, 
s), 4.11(2H,q,J=6.8Hz), 4.20(2H,q,J=6.8Hz), 4.79(2H,s), 5.44(2H,s), 7.33(1 H,s), 7.80(1 H,s), 7.81 (1H,s). 

Example 953 

3- {3-tertButyl-5-[2-(5,6-diethoxy-7-fluoro-1-^ 
2-one hydrobromide 

[1862] 1 H-NMR(DMSO-d6)S: 

1.29(3H,t,J=6.8Hz), 1.38(9H,s), 1.39(3^^=6.8^), 3.82(3H,s), 3.91 (2H,t,J=5.2Hz), 4.11 (2H J q,J=6.8Hz), 4.20(2H,q, 
J=6.8Hz), 4.54(2H,t,J=5.2Hz), 4.80(2H,s), 5.45(2H,s), 7.34(1 H,s), 7.82(H,d,J=2.0Hz), 7.97(1 H,d,J=2.0). 

Example 954 

2^2-[3-tertButyl-4-methoxy-5-(4-methoxy- 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1 863] 1 H-NM R(DMSO-d6)5: 

1.36(9H,S), 1.41(3H,t,J=6.8Hz), 1 .58-1 .73(2H,m), 1 .93-2.09(2H,m), 2.69-2.81 (2H,m), 2.82(3H,d,J=4.4Hz), 3.13-3.45 
(6H and H20. m) , 3.93(3H,s), 4.28(2H,q,J=6.8Hz), 4.83(2H,s), 5.48(2H,s), 7.52(1H,s), 7.54(1H,s), 7.58(1H,s), 
B.09-8.31(1H,m), 8.55(1H,s), 9.14(1 H,brs), 9.83(1 H.brs). 
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Example 955 

1- [3-te^Butyl-4-methoxy-5-(4-mefo^ 

2- yl)-ethanone hydrobromide 

[1 864] 1 H-NM R(DMSO-d6)8: 

1.29(3H,t,J=6.8Hz), 1.36(9H,s), 1 .39(3H,t,J=6.8Hz), 1 .58-1 .73(2H,m), 1 .95-2.08(2H,m), 2.68-2.81 (2H,m), 3.10-3.50 
(6H and H20,m), 3.93(3H,s), 4.11(2H,q,J=6.8Hz), 4.21(2H,q l J=6.8Hz), 4.78(2H,s), 5.47(2H,s), 7.33(1H,s), 7.51(1H, 
s), 7.57(1 H,s), 8.96-9.34 (2H,m) . 

Example 956 

2-{2-[3-fe/t-Butyl-4-methoxy-5-(4-metho 

1 H-isoindole-5-carboxylic acid methylamide hydrobromide 

[1865] 1 H-NMR(DMSO-d6)6: 

1.36(9H,s), 1.59-1. 71 (2H,m), 1 .95-2.06(2H,m), 2.70-2.82(5H,m), 2.91(6H,s), 3.16-3.42(6H and H20,m), 3.93(3H,s), 
4.73(2H,s), 5.43(2H,s), 7.15(1 H,s), 7.51 (1H,s), 7.58(1 H,s), 8.06(1 H,s), 8.30-8.45(1 H,m), 8.85-8.93(1 H,m), 9.48-9.57 
(1H,m). 

Example 957 

6-{2-[3-tert-ButyM-methoxy-5-(4-methoxy-piperid^ 
pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide trifluoroacetate 

[1866] 1 H-NMR(DMSO-d6)5: 

1.28-1 .47(1 2H,m), 1.59-1.72(2H,m), 1 .95-2.07(2H,m), 2.70-2.84(5H,m), 3.13-3.52(6H and H20,m), 3.94(3H,s), 4.24 
(2H,q,J=6.8Hz), 4.87(2H,s), 5.52(2H,s), 7.51(1H,s), 7.58(1 H f s), 7.99(1 H,s), 8.47-8.60(1 H,m), 9.31 -9.44(1 H,m), 
9.88-1 0.02(1 H,m). 

Example 958 

1 -[3-tert-Butyl-4-methoxy-5-(4-methoxy-piperidin-1 -yl)-phenyl]-2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3- dihydro- 
isoindol-2-yl)-ethanone hydrobromide 

[1867] 1H-NMR(DMSO-d6)5: 

1.36(9H,s), 1.59-1.76(2H,m) l 1 .95-2.1 2(2H,m), 2.68-2.85(2H,m), 3.15-3.50(6H and H20,m), 3.86(3H,s), 3.93(3H,s), 
3.95(3H,s), 4.80(2H,s), 5.48(2H,s), 7.36(1 H,s), 7.51 (1H,s), 7.57(1 H,s), 9.00-9.36(2H,m). 

Example 959 

2-{2-[3-fg/t-Butyl-5-(4-cyano-piperidin-1-yl)-4-methoxy-phenyi]-2-oxo-ethyl}-6-dimethylamino-3-imino-2,3-dihydro- 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[1868] 1H-NMR(DMSO-d6)S: 

1.36(9H,s), 1.87-2.13(4H,m), 2.77(3H,d,J=4.4Hz), 2.85-3.00(5H,m), 3.02-3.1 7(3H f m), 3.93(3H,s), 4.73(2H,s) l 5.44 
(2H,s), 7.15(1H,s), 7.52(1H,s), 7.60(1H,s), 8.06(1H,s), 8.30-8.45(1 H,m), 8.80-9.00(1 H,m), 9.44-9.62(1 H,m). 

Example 960 

6-{2-[3-te/t-Butyl-5-(9-cyano-piperidin-1-yl)-4-methoxy-phenyl]-2-oxo-ethyl}-3-ethoxy-7-imino-6,7-dihydro-5H-pyrrolo 
[3,4-b]pyridine-2-carboxylic acid methylamide trifluoroacetate 

[1869] 1H-NMR(DMSO-d6)5: 

1.28-1.45(12H,m), 1 .87-2.1 4(4H,m), 2.78(3H,d,J=4.4Hz), 2.85-2.97(2H,m), 3.02-3.1 7(3H,m) f 3.93(3H,s). 4.24(2H,q, 
J=6.8Hz), 4.88(2H,s), 5.53(2H,s), 7.60(1 H,s), 7.99(1 H,s), 8.46-8.58(1 H,m), 9.32-9.42(1 H,m), 9.88-1 0.02(1 H,m). 
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Example 961 

(1-{3-tert-Butyl-5-[2-(5,6-diethoxy-7^ 

4- yl)-acetic acid trifluoroacetate 

[1870] 1H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=6.8Hz), 1 .36(9H,s), 1 .39(3H,t,J=6.8Hz), 1 .39-1 .50(2H,m), 1 .72-1 .90(3H,m), 2.23(2H,d,J=6.4Hz), 
2.52-2.68(2H,m), 3.93(3H,s), 4.11 (2H,q,J=6.8Hz), 4.21 (2H,q,J=6.8Hz) f 4.79(2H,s), 5.47(2H t s), 7.33(1 H,s), 7.50(1 H, 
s), 7.57(1 H,s), 9.04(1 H.brs), 9.27(1 H,brs), 12.09(1 H.brs). 

Example 962 

1 -(3-fe/t-Butyl-5-dimethylamino-4-methoxy-phenyl)-2-(5-ethoxy-7-fluoro-1-lmino-6-methoxy-1 t 3^ 
2-yl)-ethanone hydrobromide 

[1871] 1H-NMR(DMSO-d6)S: 

1 .37(9H,s), 1 .40(3H,t,J=7.2Hz), 2.75(6H,s), 3.82(3H,s), 3.87(3H,s), 4.20(2H,q,J=7.2Hz), 4.78(2H,s), 5.48(2H,s), 7.34 
(1H,s), 7.45(1 H,d,J=2.0Hz), 7.53(1 H,d,J=2.0Hz). MS:m/e(ESI)472.2(MH+) 

Example 963 

2-[2-(3-tert-Butyi-4-methoxy-5-thiazol-2-yl-phen^ 

5- carboxylic acid methylamide hydrobromide 

[1872] 1 H-NMR(DMSO-d6)S: 

1.39(3H,t,J=6.8Hz), 1.44(9H,s), 2.78-2.92(3H,m), 3.59(3H,s), 4.28(2H,q,J=6.8Hz), 4.87(2H,s), 5.57(2H,s), 7.55(1 H, 
s), 7.92-8.08(2H,m), 8.21 (1H,s), 8.40(1 H,s), 8.56(1 H,s), 9.1 9(1 H.brs), 9.87(1 H.brs). 

Example 964 

1-(3-fe/t-Butyl-4-methoxy-5-th}azol-2-yl-phenyl)-2-(7-fluoro-1-imlno-5 > 6-dimethoxy-1,3-dih 
ethanone hydrobromide 

[1873] 1H-NMR(DMSO-d6)5: 

1.45(9H,s), 3.59(3H,s), 3.87(3H,s), 3.95(3H,s), 4.84(2H,s), 5.57(2H,s), 7.38(1 H,s), 7.96-8.05(3H,m), 8.38(1 H,s). 
MS:m/e(ESI)498.1(MH+) 

Example 965 

1- [3-fe^Butyl-5-(ethyl-methyl-amino)-4-methoxyphenyl]-2-(5 > 6-diethoxy-7-fluoro-1-imino-1,3-dihydro-isoindol-2-yQ 
ethanone hydrobromide 

[1874] 1H-NMR(DMSO-d6)5: 

1 .01 (3H,t,J=7.2Hz), 1 .29(3H,t,J=7.2Hz), 1 .37(9H,s), 1 .40(3H,t,J=7.2Hz), 2.74(3H,s), 3.13(2H,q,J=7.2Hz), 3.83(3H,s), 
4.11(2H,q,J=7.2Hz) > 4.21 (2H,q,J=7.2Hz), 4.79(2H,s) t 5.47(2H,s) 1 7.34(18,8), 7.47(1 H,d,J=2.0Hz), 7.53(1 H,d, 
J=2.0Hz), 9.02(1 H.brs), 9.27(1 H.brs). 
MS:m/e(ESI)500.2(MH+) 

Example 966 

2- {2-[3-rerf-Butyl-5-(ethyl-methyl-amino)-4-methoxyphenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole- 
5-carboxylic acid methylamide hydrobromide 

[1 875] 1 H-NM R(DMSO-d6)5: 

1 .01 (3H,t.J=7.0Hz), 1 .37(9H,s), 1 .41 (3H,t,J=7.0Hz), 2.74(3H,s), 2.82(3H,d,J=4.8Hz), 3.1 3(2H,q,J=7.0Hz), 3.83(3H,s), 
4.28(2H,q J J=7.0Hz), 4.84(2H,s), 5.49(2H,s), 7.48(1 H,d,J=2.0Hz), 7.54-7.55(2H f m), 8.21 (1 H,q,J=4.8Hz), 8.55(1 H,s), 
9.14(1 H.brs), 9.81(1H,brs). 
MS:m/e(ESI)495.2(MH+) 
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Example 967 

3^8-fertButyl-642-(5,6-diethoxy-7-fluoro^ 
4-yl}-propionitrile hydrobromide 

[1876] 1H-NMR(DMSO-d6)5: 

1.29(3H,t,J=7Hz), 1.34(9H,s), 1 .40(3H,t,J=7Hz), 2.80(2H,t,J=8Hz), 3.47(2H,m), 3.70,2H,t,J=8Hz), 4.11 (2H,q,J=7Hz), 
4.20-4.27(4H,m), 4.79(2H,s) f 5.45(2H J s), 7.25(2H t m), 7.33(1 H.brs), 9.05(1 H.brs), 9.32(1 H.brs). 
MS:m/e(ESI)523.0(MH+) 

Example 968 

1- (3-tert-Butyl-4-methoxy-5-oxazol-5-yl-ph^^ 
hydrobromide 

[1877] 1H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=6.8Hz), 1 .38(3H,t,J=6.8Hz), 1 .45(9H,s), 3.59(3H,s), 4.10(2H,q l J=6.8Hz), 4.21 (2H,q,J=6.8Hz), 4.82(2H,s), 
5.56(2H,s), 7.35(1 H,s), 7.94-8.05(3H,m), 8.38(1 H.m), 9.07(1 H,m), 9.30(1 H,m). 

Example 969 

H3-fert-Butyl-5-(ethyl-methyl-am 

2- yl)-ethanone hydrobromide 

[1 878] 1 H-NM R(DMSO-d6)6: 

1.01(3H,t,J=7.0Hz), 1.37(9H,s), 2.74(3H,s), 3.13(2H,q,J=7.0Hz), 3.83(3H,s), 3.87(3H,s), 3.95(3H,s), 4.80(2H,s), 5.48 
(2H,s), 7.37(1 H,s), 7.47(1 H,d,J=2.0Hz), 7.54(1 H,d,J=2.0Hz), 9.07(1 H.brs), 9.28(1 H.brs). 
MS:m/e(ESl)472.2(MH+) 

Example 970 

1-[3-tert-Butyl-5-(ethylHTiethyl-aminoM-m 
6-yl)-ethanone hydrobromide 

[1879] 1H-NMR(DMSO-d6)5: 

1 .01 (3H,t I J=7.0Hz), 1 .08-1 .1 0(4H,m) t 1 .37(9H,s), 2.32(1 H,m), 2.74(3H,S), 3.1 3(2H t q,J=7.0Hz), 3.83(3H,s), 4.82(2H, 
s), 5.54(2H,s), 7.48(1 H,s), 7.54(1 H,s), 7.72(1 H,d,J=7.8Hz), 8.09(1 H,d,J=7.8Hz), 9.43(1 H.brs), 9.62(1 H.brs). 
MS:m/e(ESI)435.1(MH4-) 

Example 971 

1-(3-te/t-Butyl-4-methoxy-5-thiazol-2-yl-phenyl)-2-(5,6-diethoxy-7-fluoro-1-imino>1 ,3-dihydro-isoindol-2-yl)-ethanone 
hydrobromide 

[1880] 1H-NMR(DMSO-d6)5: 

1.29(3H,t,J=6.8Hz), 1.40(31-1,^=6.81^,), 1 .45(9H,s) f 3.59(3H,s), 4.11 (2H,q,J=6.8Hz) > 4.20(2H,q,J=6.8Hz), 4.82(2H, 

s), 5.57(2H,s), 7.34(1 H,s), 7.94-8.04(3H,m), 8.38(1 H,s), 9.08(1 H.brs), 9.32(1 H.brs). 

MS:m/e(ESI)526.2(MH+) 

Example 972 

6-{2-[3-tert-Butyl-5-(ethyl-methyl-amino) 
[3,4-b]pyridine-2-carboxylic acid methylamide trifluoroacetate 

[1881] 1H-NMR(DMSO-d6)8: 

1.01(3H,t,J=7.0Hz), 1.34-1 .37(1 2H,m), 2.74(3H f s), 2.78(3H,d,J=4.8Hz), 3.13(2H,q,J=7.0Hz), 3.83(3H,s), 4.24(2H,q, 
J=7.0Hz), 4.87(2H,s), 5.52(2H,s), 7.47(1 H,d,J=2.0Hz), 7.54(1 H,d,J=2.0Hz) t 7.99(1 H,s), 8.53(1 H,q,J=4.8Hz), 9.40(1 H, 
brs), 9.92(1 H.brs). 
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MS:m/e(ESI)496.2(MH+) 
Example 973 

2-te/t-Butyi-6-ethoxy-4-[2-(5-ethox^ 
methanesulfonate hydrobromide 

[1882] 1H-NMR(DMSO-d6)5: 

1.35-1 .54(1 5H,m), 2.82(3H,d,J=4.4Hz), 3.69(3H,s), 4.15-4.40(4H l m), 4.86(2H,s), 5.52(2H,s), 7.55(1H,s), 7.61(1H,s), 
7.64(1 H,s), 8.13-8.28(1 H,m) f 8.56(1 H,s), 9.21 (1 H.brs), 9.87(1 H.brs). 

Example 974 

2-tert-Butyl-9-[2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-ethoxy-phenyl methanesulfonate 
hydrobromide 

[1 883] 1H-NM R(DMSO-d6)5: 

1 .29(3H,t,J=6.8Hz), 1 .35-1 .50(1 5H,m), 3.68(3H,s), 4.11 (3H,t,J=6.8Hz), 4.15-4.40(4H,m), 4.81 (2H,s), 5.51 (2H,s), 7.34 
(1H,s), 7.60(1 H,s), 7.62(1 H,s), 8.92-9.43(2H,m). 

Example 975 

2-ferf-Butyl-6-ethoxy-4-[2-(7-fluoro-1-imino-5 > 6-dimethoxy-1 ) 3-dihydro-isoindol-2-yl)-acetyl]-phenyl 
methanesulfonate hydrobromide 

[1884] 1H-NMR(DMSO-d6)5: 

1.42(3H,t,J=6.8Hz), 1.44(9H,s), 3.69(3H,s) > 3.87(3H,s), 3.95(3H,s), 4.82(2H,s), 5.52(2H,s), 7.37(1 H,s), 7.60(1 H,s), 
7.63(1 H,s), 9.00-9.40(2H,m). 

Example 976 

2-{2-[3-fe/t-Butyl-5-(ethyl-methyl-amino)-4-methoxyphenyl]-2-oxo-ethyl}-6-dimethylaminO'3-imino-2 > 3-dihydro-1H- 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1885] 1H-NMR(DMSO-d6)5: 

1.01(3^=7.0^), 1.37(9H,s), 2.74(3H,s), 2.77(3H,d,J=5.0Hz), 2.91 (6H,s), 3.12(2H,q,J=7.0Hz), 3.83(3H,s), 
4.73-(2H,s), 5.45(2H,s), 7.15(1H,s), 7.47(1 H,s), 7.54(1 H,s), 8.06(1 H,s), 8.37(1 H,q,J=5.0Hz), 8.92(1 H.brs), 9.51 (1H, 
brs). 

MS:m/e(ESl)494.2(MH+) 
Example 977 

2-[2-(3-te^Butyl-5-diethylamino-4-methoxy-phen 
5-carboxylic acid methylamide hydrobromide 

[1886] 1H-NMR(DMSO-d6)5: 

0.98(6H,t,J=7.2Hz), 1.37(9H,s), 1.42(3H,t,J=7.0Hz), 2.83(3H,d,J=4.8Hz), 3.1 6(4H > q,J=7.2Hz) l 3.86(3H,s), 4.28(2H,q, 
J=7.0Hz), 4.84(2H,s), 5.48(2H,s), 7.50(1 H,d,J=2.0Hz), 7.54(1 H,s), 7.55(1 H,d,J=2.0Hz), 8.21 (1 H,q,J=4.8Hz), 8.56(1 H, 
s), 9.07(1H,brs), 9.80(1H,brs). 
MS:m/e(ESI)509.2(MH+) 

Example 978 

1-(3-rerf-Butyl-5-diethylamino-4-methoxy-phenyl)-2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[1887] 1 H-NMR(DMSO-d6)5: 

0.98(6H l t,J=7.0Hz), 1 .29(3H,t,J=7.0Hz), 1.37(9H,s), 1 .40(3H,t,J=7.0Hz), 3.16(4H,q,J=7.0Hz), 3.86(3H,s), 4.12(2H,q, 
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J=7.0Hz), 4.21 (2H,q,J=7.0Hz), 4.79(2H,s), 5.47(2H,s), 7.34(1 H,s), 7.48(1 H,d,J=1 .6Hz), 7.54(1 H,d f J=1 .6Hz), 9.02(1 H, 

brs), 9.28(1 H,brs). 

MS:m/e(ESI)514.2(MH+) 

Example 979 

1- (3-tert-Butyl-5-diethylamino-4-methoxy-phenyQ 
ethanone hydrobromide 

[1888] 1H-NMR(DMSO-d6)6: 

0.98(6H,t,J=7.0Hz), 1 .37(9H,s), 3.16(4H,q,J=7.0Hz), 3.86(3H,s), 3.87(3H,s), 3.96(3H,s), 4.81 (2H,s), 5.49(2H,s), 7.37 

(1H.S), 7.49(1 H,d,J=2.0Hz), 7.54(1 H,d,J=2.0Hz), 9.06(1 H,brs), 9.30(1 H.brs). 

MS:m/e(ESI)486.2(MH+) 

Example 980 

Ethyl (1 -{3-tert-butyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxyphenyl}- 
piperidin-4-yt)-acetate hydrobromide 

[1889] 1 H-NMR(DMSO-d6)S: 

1.18(3H,t,J=6.8Hz), 1.29(3H s t,J=6.8Hz), 1 .36(9H,s), 1 .39(3H,t,J=6.8Hz) > 1 .39-1 .56(2H,m), 1 .73-1 .92(3H,m), 2.30(2H, 
d,J=6.4Hz), 2.52-2.68(2H,m), 3.92(3H,s), 4.00-4.1 5(4H,m), 4.20(2H,q,J=6.8Hz), 4.78(2H,s), 5.47(2H,s), 7.33(1 H,s), 
7.50(1 H.s), 7.57(1 H,s), 8.90-9.35(2H,m). 
MS:m/e(ESI)612.3(MH+) 

Example 981 

2- te/t-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-dimethylamino-phenyl 
methanesulfonate hydrobromide 

[1890] 1 H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=7.0Hz), 1 .40(3H,t,J=7.0Hz), 1 .44(9H,s), 2.67(6H,s), 3.73(3H,s), 4.12(2H,q l J=7.0Hz), 4.21 (2H,q,J=7.0Hz), 

4.80(2H,s), 5.51 (2H.S), 7.34(1 H,s), 7.67(1 H.s), 7.75(1 H,s). 

MS:m/e(ESI)550.1(MH+) 

Example 982 

2-ferf-Butyl-6-dimethylamino-4-[2-(7-fluoro-1-imino-5 ) 6-dimethoxy-1 ,3-dihydro-isoindoI-2-yl)-acetyl]-phenyl 
methanesulfonate hydrobromide 

[1 891 ] 1 H-NM R(DMSO-d6)6: 

1 .44(9H,s), 2.67(6H,s), 3.73(3H,s), 3.87(3H,s), 3.95(3H,s), 4.81 (2H,s), 5.51 (2H,s), 7.37(1 H,s), 7.68(1 H,s), 7.75(1 H,s). 
MS:m/e(ESI)522.1(MH+) 

Example 983 

6-[2-(3-terf-Butyl-5-diethylamino-4-methoxy-phenyl)-2-oxo-ethyl]-3-ethoxy-7-imino-6 ) 7-dihydro-5H-pyrrolo[3 t 4-b] 
pyridine-2-carboxylic acid methylamide trifluoroacetate 

[1892] 1H-NMR(DMSO-d6)5: 

0.98(6H,t,J=7.0Hz), 1.34-1. 37(1 2H,m), 2.78(3H,d ( J=4.4Hz) ( 3.1 6(4H,q,J=7.0Hz), 3.86(3H,s) t 4.24(2H,q,J=7.0Hz), 
4.88(2H,s), 5.52(2H J S) 1 7.49(1 H,s), 7.55(1 H,s), 8.00(1 H,s), 8.53(1 H,q,J=4.4Hz), 9.39(1 H.brs), 9.94(1 H.brs). 
MS:m/e(ESI)510.2(MH+) 
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Example 984 

2-[2-(3-tert-Butyl-5-dimethylam 

5- carboxylic acid methylamide hydrobromide 

[1893] 1H-NMR(DMSO-d6)5: 

1. 31-1. 43(1 5H,m),2.75(6H,s), 2.83(3H,d,J=4.6Hz), 4.13(2H,q,J=7.0Hz), 4.28(2H,q,J=7.0Hz), 4.84(2H,s), 5.49(2H,s), 
7.45(1 H,s) t 7.54(1 H,s), 7.56(1 H,s), 8.21(1 H,q,J=4.6Hz), 8.55(1 H,s), 9.13(1 H.brs), 9.81 (1 H.brs). 
MS:m/e(ESI)495.2(MH+) 

Example 985 

2^2-[3-fe^Butyl-5-(4-hydroxy-piperidi^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1894] 1 H-NMR(DMSO-d6)8: 

1.36(9H,s), 1.41(3H,t,J=6.8Hz), 1.54-1 .67(2H,m), 1 .84-1 .96(2H,m), 2.66-2.76(2H,m), 2.82(3H,d,J=4.8Hz), 3.18-3.36 
(2H,m), 3.52-3.68(1 H,m), 3.94(3H,s), 4.27(2H,q,J=6.8Hz), 4.73(1 H,d,J=4.0Hz), 4.84(2H,s), 5.49(2H,s), 7.52(1 H,s), 
7.54(1H,s), 7.58(1 H,s), 8.12-8.25(1 H,m), 8.55(1 H,s), 9. 1 4(1 H.brs), 9.83(1 H.brs). 

Example 986 

1 -[3-terf-Butyl-5-(4-hydroxy-piperidin-1 -yl)-4-methoxy-phenyl]-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol- 
2-yl)-ethanone hydrobromide 

[1895] 1H-NMR(DMSO-d6)5: 

1.29(3H,t,J=6.8Hz), 1.36(9H,s), 1 .40(3H,t,J=6.8Hz) ) 1 .54-1 .68(2H,m), 1 .84-1 .96(2H,m), 2.65-2.78(2H,m), 3.17-3.42 
(2H,m), 3.58-3.67(1 H,m), 3.94(3H |S ), 4.11 (2H,q,J=6.8Hz), 4.21 (2H,q,J=6.8Hz), 4.73(1 H,d,J=3.2Hz), 4.78(2H,s), 5.47 
(2H.S), 7.34(1 H f s), 7.51(1H,S), 7.56(1 H,s), 8.95-9.11 (1H,m), 9.1 8-9.36(1 H,brs). 

Example 987 

6- {2-[3-tert-Butyl-5-(4-hydroxy-piperidin^ 

pyrrolo[3 J 4-b]pyridine-2-carboxylic acid methylamide trifluoroacetate 
[1896] 1 H-NMR(DMSO-d6)5: 

1.26-1 .50(1 2H,m), 1 .50-1 .68(2H,m), 1 .84-2.03(2H,m), 2.64-2.86(5H,m), 3.12-3.68(3H,m), 3.94(3H,s), 4.23(2H,q, 
J=6.8Hz), 4.87(2H,s), 5.52(2H,s), 7.44-7.70(2H,m), 7.99(1 H,s), 8.41 -8.63(1 H.m), 9.37(1 H.brs), 9.94(1 H.brs). 
MS:m/e(ESI)538.3(MH+) 

Example 988 

1-[3-fe/t-Butyl-5-(4-hydroxy-piperidin-1-yl)-4-methoxy-phenyl]-2-(7-fluoro-1-imino-5,6-dimethox 
isoindol-2-yl)-ethanone hydrobromide 

[1897] 1 H-NMR(DMSO-d6)5: 

1 .36(9H,s), 1 .54-1 .70(2H,m), 1 .84-2.00(2H,m), 2.65-2.80(2H,m), 3.1 9-3.50(2H,m), 3.55-3.70(1 H,m), 3.86(3H,s), 3.93 
(3H,s), 3.95(3H,s), 4.73(1 H,d,J=4.0Hz), 4.80(2H,s), 5.48(2H,s), 7.36(1 H,s), 7.51 (1H,s), 7.56(1 H,s), 8.99-9.40(2H,m). 

Example 989 

1-[3-tert-Butyl-5-(4-hydroxy-piperidin-1^ 
pyridin-6-yl)-ethanone hydrobromide 

[1 898] 1 H-NM R(DMSO-d6)5: 

1 .00-1 .1 9(4H,m), 1 .36(9H,s), 1 .54-1 .68(2H,m), 1 .84-1 .96(2H,m), 2.24-2.37(1 H,m), 2.64-2.78(2H,m), 3.18-3.46(2H,m), 
3.53-3.70(1 H,m), 3.94(3H,s), 4.73(1 H,d,J=4.0Hz), 4.82(2H,s), 5.55(2H,s), 7.52(1 H,s). 7.57(1 H,s), 7.73(1 H,d, 
J=8.0Hz), 8.10(1 H,d,J=8.0Hz), 9.50-9.76(2H,m). 
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MS:m/e(ESI)477.2(MH4-) 
Example 990 

2-tert-Butyl-4-[2-(2-cyclopropyl-7-i^ 
methanesulfonate hydrobromide 

[1899] 1H-NMR(DMSO-d6)5: 

1 .08-1 .1 0(4H,m), 1 .45(9H,s), 2.30-2.33(1 H,m), 2.67(6H,s), 3.73(3H,s) t 4.83(2H,s), 5.80(2H,s), 7.68(1 H.s), 7.72(1 H,d, 

J=7.8Hz), 7.53(1 H,s), 8.10 (1H, d, J=7.8Hz). 

MS:m/e(ESI)485.1(MH+) 

Example 991 

1- (3-te/t-Butyl-5-dimethylamino-4-ethoxy-phenyl)-2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[1 900] 1 H-NM R(DMSO-d6)S: 

1 .29(3H,t,J=7.0Hz), 1 .34-1 .41 (15H,m), 2.75(6H,s), 4.08-4.1 6(4H,m), 4.21 (2H,q,J=7.0Hz), 4.78(2H,s), 5.48(2H,s), 7.33 

(1H,s), 7.44(1 H,s), 7.54(1 H,s). 

MS:m/e(ESI)500.2(MH+) 

Example 992 

1 -(3-terf-Butyl-5-dimethylamino-4-ethoxy-phenyl)-2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindot-2-yl)- 
ethanone hydrobromide 

[1901] 1H-NMR(DMSO-d6)5: 

1.36(3^^=7.0^), 1.38(9H,s), 2.75(6H,s) ( 3.87(3H,s), 3.95(3H,s), 4.1 3(2H,q,J=7.0Hz), 4.79(2H,s), 5.48(2H,s), 7.36 

(1H,s), 7.44(1 H,d,J=1.6Hz), 7.54(1 H,d,J=1 .6Hz). 

MS:m/e(ESI)472.2(MH+) 

Example 993 

1 -(3-terf-Butyl-5^dimethylamino-4-hydroxy-phenyl)-2- (5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[1 902] 1 H-NM R(DMSO-d6)5: 

1 .29(3H,t,J=7.0Hz), 1.38-1.41(12H,m) t 2.61(6H ) s), 4.11 (2H,q,J=7.0Hz) t 4.21 (2H,q,J=7.0Hz), 4.78(2H,s), 5.44(2H,s), 

7.33(1 H,s), 7.63(1 H,s). 7.68(1 H,s), 9.01 (1 H.brs), 9.26(1 H.brs). 

MS:m/e(ESI)472.2(MH+) 

Example 994 

2- [2-(3-rerf-Butyl-5-dimethylamino-4-ethoxy-phenyl)-2-oxo-ethyl]-6-dimethylamino-3-imino-2,3-dihydro-1H-isoindole- 

5- carboxylic acid methylamide hydrobromide 

[1903] 1H-NMR(DMSO-d6)5: 

1.37(3H,t,J=7.0Hz), 1.38(9H,s), 2.75(6H,s), 2.78(3H,d,J=4.6Hz), 2.91 (6H,s), 4.13(2H,q,J=7.0Hz), 4.73(2H,s), 5.43 

(2H,s), 7.15(1H,s), 7.45(1H,s), 7.55(1H,s), 8.06(1H,s), 8.37(1 H,q,J=4.6Hz). 

MS:m/e(ESI)494.2(MH+) 

Example 995 

6- [2-(3-fe^Butyl-5-dimethylamino-4-ethoxy-phenyl)-2-oxo-ethyl]-3-ethoxy-7-imino-6 > 7-dihydro-5H-pyrrolo[3,4-b] 
pyridine-2-carboxylic acid methylamide trifluoroacetate 

[1 904] 1 H-NM R(DMSO-d6)5: 
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1.34-1 .39(1 5H,m), 2.75(6H,s), 2.78(3H,d,J=4.6Hz), 4.13(2H,q l J=7.0Hz) l 4.24(2H,q,J=7.0Hz), 4.87(2H,s), 5.52(2H,s), 
7.45(11-1,3), 7.55(1 H,s), 7.99(1 H,s), 8.53(1 H,q,J=4.6Hz), 8.55(1 H,s), 9.39(1 H.brs), 9.92(1 H.brs). 
MS:m/e(ESI)496.2(MH+) 

Example 996 

2-ferf-Butyl-6-dimethylamino-4-[2-(5-dimethylam8no-1-imino-6-meth 
phenyl methanesulfonate hydrobromide 

[1905] 1H-NMR(DMSO-d6)8: 

1.44(9H,s), 2.67(6H,s), 2.78(3H,d,J=4.8Hz), 2.92(6H,s), 3.72(3H,s), 4.75(2H,s), 5.49(2H,s), 7.16(1H,s), 7.68(1 H,s), 

7.75(1 H,s), 8.07(1 H,s), 8.37(1 H,q,J=4.8Hz). 

MS:m/e(ESI)544.2(MH+) 

Example 997 

1- (3-fert-Butyl-5-dimethylamino-4-ethoxy-phenyl)^ 
ethanone trifluoroacetate 

[1906] 1 H-NMR(DMSO-d6)5: 

1.08-1.10(4H,m), 1.37(3H,t,J=7.0Hz), 1 .39(9H,s), 2.75(6H,s), 4.13(2H,q,J=7.0Hz), 4.81 (2H,s), 5.54(2H,s), 7.45(1H,d, 

J=2.0Hz), 7.55(1 H,d,J=2.0Hz), 7.72(1 H,d,J=8.0Hz), 8.09(1 H,d,J=8.0Hz). 

MS:m/e(ESI)435.2(MH+) 

Example 998 

2- fe^Butyl-6-dimethylamino-4-[2-(3-ethoxy-7-imino-2-m yl)- 
acetyl]-phenyl methanesulfonate trifluoroacetate 

[1907] 1H-NMR(DMSO-d6)S: 

1.36(3H,t,J=7.0Hz), 1.45(9H,s), 2.67(6H,s), 2.78(3H,d,J=4.8Hz), 4.24(2H,q,J=7.0Hz), 4.90(2H,s), 5.57(2H,s), 7.68 

(1H,s), 7.75(1 H,s), 8.01 (1H,s), 8.53(1 H,q,J=4.8Hz), 9.43(1 H.brs), 9.98(1 H.brs). 

MS:m/e(ESI)546.1(MH+) 

Example 999 

2-te/t-Butyl-4-[2'(2-cyclopropyl-7-imino-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]'6-ethoxy-pheny^ 
methanesulfonate hydrobromide 

[1 908] 1 H-NM R(DMSO-d6)5: 

1.08-1.10(4H f m), 1.40-1. 44(1 2H,m) > 2.31 -2.34(1 H,m), 3.69(3H,s), 4.27(2H,q I J=7.2Hz), 4.84(2H,s), 5.59(2H J s), 7.61 
(1H,s), 7.64(1 H,s), 7.73(1 H,d 1 J=8.2Hz), B.llflH.d.J^S^Hz), 9.50(1 H.brs), 9.68(1 H.brs). 
MS:m/e(ESI)486.1(MH+) 

Example 1000 

2-fe/1-Butyl-4-[2-(5-dimethylamino-1-imino-6-methylcarbamoyl-1 ) 3-dihydro-isoindol-2-yl)-acetyl]-6-ethoxy-pheny 
methanesulfonate hydrobromide 

[1909] 1H-NMR(DMSO-d6)5: 

1 .40-1 .44 (12H,m), 2.78(3H,d,J=4.4Hz), 2.91 (6H,s), 3.69(3H,s), 4.26(2H,q,J=7.2Hz), 4.74(2H,s), 5.47(2H,s) ) 7.16(1 H, 

s), 7.61(1H,s), 7.64(1H,s), 8.06(1H,s), 8.38(1 H,q,J=9.4Hz). 

MS:m/e(ESI)545.2(MH+) 
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Example 1001 

1- (3-iert-Butyl-5-diethylamino-4-methoxy-phenyl)-2-(2^^ 
ethanone hydrobromide 

[1 91 0] 1 H-N M R(DMSO-d6)S: 

0.98(61-1,^=7.0^), 1 .06-1 .10(4H,m), 1 .37(9H,s), 2.29-2.34(1 H,m), 3.15-3.19(4H,m), 3.86(3H,s), 3.86(3H,s), 4.82(2H, 
s), 5.55(2H,s), 7.49(1 H,s), 7.55(1 H,s), 7.72(1 H,d,J=8.0Hz), 8.11(1H,d,J=8.0Hz), 9.30(1 H.brs), 9.62(1 H.brs). 
MS:m/e(ESI)449.2(MH+) 

Example 1 002 

2- [2-(3-te^Butyl-5-dimethylamino-4-meth^^ H- 
isoindole-5-carboxylic acid methylamide hydrobromide 

[191 1] 1 H-NM R(DMSO-d6)5: 

0.98(6H,t,J=7.0Hz), 1.37(9H jS ), 2.78(3H,d,J=4.8Hz), 2.92(6H,s), 3.16(4H,q,J=7.0Hz), 3.85(3H,s), 4.74(2H,s), 5.44 
(2H,s) r 7.15(1H,S), 7.49(1 H,d,J=2.0Hz), 7.55(1 H,S), 7.55(1 H,d,J=2.0Hz) 1 8.07(1 H,s), 8.37(1 H,q,J=4.8Hz), 8.92(1 H, 
brs), 9.53(1 H,brs). 
MS:m/e(ESI)508.2(MH+) 

Example 1003 

2-te/t-Butyl-6-ethoxy-9-[2-(3-ethoxy-7-imino-2-methylcarbamoyl-57-dihydro-pyrrolo[3 t 4-b]pyridin-6- yl)-acetyl]- 
phenyl methanesulfonate trifluoroacetate 

[1 91 2] 1 H-NM R(DMSO-d6)5: 

1 .36(3H ) t,J=7.0Hz), 1 .40-1 .44(1 2H,m), 2.78(3H,d,J=4.4Hz), 3.69(3H,s), 4.21 -4.29(4H,m), 4.90(2H,s), 5.57(2H,s), 7.60 

(1H,s), 7.63(1 H,s), 8.00(1 H,s), 8.53(1 H,q,J=4.4Hz), 9.43(1 H.brs), 9.98(1 H.brs). 

MS:m/e(ESI)547.1(MH+) 

Example 1 004 

1-(3-tert-Butyl-4-methoxy-5-methy^ 
ethanone hydrobromide 

[191 3] 1 H-NM R(DMSO-d6)5: 

1 .29(3H,t,J=7.0Hz), 1 .37(9H,s), 1 .40(3H,t,J=7.0Hz), 2.76(3H,d,J=5.2Hz), 3.72(3H,s), 4.11 (2H,q,J=7.0Hz), 4.21 (2H,q, 
J=7.0Hz),4.79(2H,s), 5.46(2H,s), 5.50(1 H.q.J^^Hz), 7.04(1 H,s), 7.23(1 H,s), 7.33(1 H,s). 
MS:m/e(ESI)472.1(MH+) 

Example 1005 

1- [3-te^Butyl-5-(4-hydroxy-piperidin-1-yl)-4-methoxy-phenyl]-2-(5-ethoxy-7-fluoro-1-imino-6-meth 
isoindol-2-yl hydrobromide 

[1914] 1H-NMR(DMSO-d6)5: 

1 .36(9H,s), 1 .40(3H,t,J=6.8Hz), 1 .54-1 .68(2H,m), 1 .83-1 .96(2H,m) t 2.64-2.78(2H,m), 3.21 -3.48(2H,m), 3.58-3.69(1 H, 
m), 3.87(3H,s), 3.94(3H,s) i 4.22(2H,q,J=6.8Hz), 4.73(1 H,d l J=4.0Hz), 4.79(2H,s), 5.48(2H,s), 7.39(1 H,s), 7.51 (1H,s), 
7.56(1H,s). 9.00-9.12(1 H,m), 9.20-9.34(1 H,m). 
MS:m/e(ESI)528.2(MH+) 

Example 1006 

2- tert-Butyl-4-[2-(5 ) 6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-methoxy-phenyl 
methanesulfonate hydrobromide 

[1 91 5] 1 H-NM R(DMSO-d6)5: 
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1.29(3H,t,J=6.8Hz), 1 .39(3H,t,J=6.8Hz), 1.43(9H,s), 3.65(3H,s), 3.96(3H,s), 4.11(3H,t,J=6.8Hz), 4.21 (2H,t,J=6.8Hz), 
4.81 (2H,s), 5.53(2H,s), 7.35(1 H,s), 7.61 (1H,s), 7.63(1 H,s), 8.99-9.41 (2H,m). 

Example 1007 

2-tert-Butyl-4-[2-(2-cyclopropyf-7^ 
methanesulfonate hydrobromide 

[1916] 1H-NMR(DMSO-d6)S: 

1 .03-1 .20(4H,m), 1 .43(9H,s), 2.27-2.37(1 H,m), 3.66(3H,s), 3.97(3H,s), 4.84(2H,s), 5.65(2H,s), 7.64(2H,brs), 7.72(1 H, 
d,J=8.4Hz), 8.11(1H,d,J=8.4Hz), 9.52-9.82(2H,m). 

Example 1008 

2- tert-Butyl-4-[2-(5-ethoxy-1-imino-6-m 
methanesulfonate hydrobromide 

[1917] 1H-NMR(DMSO-d6)8: 

1 .40(9H,s), 1 .43(3H,t,J=6.8Hz), 2.84(3H,d,J=4.8Hz), 3.55(3H,s), 4.00(3H,s), 4.30(3H,t,J=6.8Hz), 4.88(2H,s), 5.52(2H, 
s), 7.56(1H,s), 7.87(1H,s), 7.91(1H,s), 8,17-8.28(1H,m) I 8.58(1H,s), 9.22(1H,brs), 9.88(1 H,brs). 

Example 1009 

3- tert-Butyl-5-[2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl 
methanesulfonate hydrobromide 

[1918] 1H-NMR(DMSO-d6)5: 

1.31(3^^=6.8^), 1.40(9H,s), 1 .42(3H,t,J=6.8Hz), 3.54(3H,s), 4.00(3H,s), 4.13(3H,t,J=6.8Hz) J 4.23(2H,t,J=6.8Hz), 
4.83(2H,s), 5.50(2H,s), 7.36(1 H,s), 7.86(1 H,s), 7.90(1 H,s), 9.01 -9.1 6(1 H,m), 9.28-9.43(1 H,m). 

Example 1010 

2-{2-[3-fe/t-Butyl-5-(4-hydroxy-piperidin-1-yl)-4-methoxy-phenyl]-2-oxo-ethyl}-6-dimethylamino-3-imino-2 > 3-dihydro- 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[1 91 9] 1 H-NM R(DMSO-d6)S: 

1 .41 (9H,s), 1 .54-1 .70(2H,m), 1 .84-1 .98(2H,m), 2.64-2. 84(5H,m), 2.91 (6H,s), 3.1 9-3.46(2H,m), 3.54-3.72(1 H,m), 3.93 
(3H,s), 4.52-4.58(3H,m), 5.45(2H,s), 7.15(11-1,8), 7.51(1H,s), 7.57(1H,s), 8.06(1H,s), 8.31 -8.50(1 H,m), 8.80-9.05(1 H, 
m), 9.40-9.65(1 H,m). 

Example 1011 

2-{2-[3-Dimethylamino-5-(1-fluoro-1-m 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1920] 1 H-NMR(DMSO-d6)5: 

1.41(3H,t,J=7Hz), 1.68(3H,s), 1.74(3H,s), 2.77(6H,s), 2.82(3H,d,J=5Hz), 3.83(3H,s), 4.28(2H,q,J=7Hz), 4.84(2H,s), 
5.52(2H,s), 7.51(1H,brs), 7.54(1 H.brs), 7.66(1 H,brs), 8.21 (1H,m), 8.56(1 H.brs), 9.21(1H,brs), 9.87(1 H.brs). 
MS:m/e(ESI)484.4(MH+) 

Example 1012 

6-{2-[3-Dimethylamino-5-(1-fluoro-1-methyl-ethyl)-4-methoxy-phenyl]-2-oxo-ethyl}-3-ethoxy-7-imino-6,7-dihydro-5H- 
pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide trifluoroacetate 

[1921] 1H-NMR(DMSO-d6)5: 

1.36(3H,t,J=7Hz), 1.68(3H,S), 1.74(3H,s), 2.78(9H,m) > 2.82(3H,d,J=5Hz), 3.84(3H,s), 4.24(2H,q,J=7Hz), 4.88(2H,s), 
5.53(2H,s), 7.50(1 H.brs), 7.66(1 H.brs), 8.00(1 H,s), 8.54(1 H.m). 
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MS:m/e(ESI)485.3(MH+) 
Example 1013 

2-(5,6-Diethoxy-7-fiuoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-1 -[3-dimethylamino-5-(1 -fluoro-1 -methyl-ethyl)- 
4-methoxy-phenyl]-ethanone hydrobromide 

[1922] 1 H-NMR(DMSO-d6)5: 

1.29(3H,t ) J=7Hz), 1 .40(3H,t,J=7Hz), 1.68(3H,s), 1.74(3H,s), 2.77(6H,s), 3.83(3H,s), 4.11 (2H,q,J=7Hz), 4.21 (2H,q, 

J=7Hz), 4.80(2H,s), 5.50(2H > s) 1 7.34(1 H.brs), 7.50(1 H,brs), 7.65(1 H.brs). 

MS:m/e(ESI)490.4(MH+) 

Example 1014 

2-(2-Cyclopropyl-7-imino-5,7-dihydro-pyrrolo[3 ( 4'b]pyridin-6-yl)-1-[3-dimethytamino-5-(1 -fluoro-1 -methyl-ethyl)- 
4-methoxy-phenyl]-ethanone hydrobromide 

[1923] 1H-NMR(DMSO-d6)5: 

1.02-1. 13(4H,m) l 1.68(31-1,8), 1.74(3H,s), 2.31(1H,m), 2.77(6H,s), 3.83(3H,s), 4.83(2H,s), 5.57(2H,s), 7.51 (1 H.brs), 

7.66(1 H.brs), 7.72(1 H,d,J=8Hz), 8.10(1 H,d,J=8Hz), 9.48(1 H.brs), 9.67(1 H.brs). 

MS:m/e(ESI)425.3(MH+) 

Example 1015 

6-DimethylaminO'2-{2-[3-dimethyiamino-5-(1 -fluoro-1 -methyl-ethyl)-4-methoxy-phenyl]-2-oxo-ethyl}-3-imino- 
2 t 3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[1924] 1H-NMR(DMSO-d6)5: 

1.67(3H,S), 1.73(3H,S), 2.77(9H,m), 2.92(6H,s), 3.83(3H,s), 4.74(2H,s), 5.46(2H,s), 7.15(1H,s) f 7.50(1 H,d,J=2Hz), 

7.66(1 H,d,J=2Hz), 8.07(1 H,s), 8.37(1 H,q,J=5Hz), 8.94(1 H.brs), 9.55(1 H.brs). 

MS:m/e(ESI)484.4(MH+) 

Example 1016 

2-te/t-Butyl-6-dimethylamino-4-[2-(5-ethoxy-1-imino-6-methylcamamoyl-1 > 3-dihydro-isoindol-2-yl)-acetyl]-pheny^ 
methanesulfonate hydrobromide 

[1925] 1H-NMR(DMSO-d6)S: 

1.42(3H,t,J=6.8Hz), 1.45(9H,s), 2.67(6H,s), 2.83(3H,d ( J=4.8Hz), 3.73(3H,s), 4.28(2H,q,J=6.8Hz), 4.85(2H,s), 5.52 
(2H,s), 7.55(1 H.s), 7.68(1 H.s), 7.76(1 H,s), 8.21 (1 H,q,J=4.8Hz), 8.55(1 H,s). 

Example 1017 

1 -(3-ferf-Butyl-4-methoxy-5-[1 ,3]oxazinan-3-yl-phenyl)-2-(5 > 6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[1926] 1 H-NMR(DMSO-d6)5: 

1 .32(3H ) t,J=6.8Hz), 1 .36(9H,s), 1 .42(3H,t,J=6.8Hz), 1 .56-1 .68(2H ) m), 3.42-3.48(2H,m) ( 3.89(3H,s), 3.80-3.92(2H,m), 
4.13(2H,q,J=6.8Hz), 4.23(2H,q,J=6.8Hz), 4.79(2H,s), 4.82(2H,s), 5.50(2H,s), 7.36(2H,s), 7.60(1 H,d,J=2.0Hz), 7.77 
(1H,d,J=2.0Hz). 
MS:m/e(ESI)528.2(MH+) 

Example 1018 

2-{2-[3-ferf-Butyl-5-(3-hydroxy-pyrrolidin-1-yl)-4-methoxy-phenyl]-2-oxo-ethyl}-6-dimethylamino-3-imino-2 ) 3-dihyd 
1 H-isoindole-5-carboxylic acid methylamide trifluoroacetate 

[1927] 1H-NMR(DMSO-d6)8: 
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1.39(91-1.8), 1.80-1. 92(1 H,m), 1 .98-2.11 (1 H.m), 2. 74-2.84(41-1 ,m), 2.94(6H,s), 3.08-3.18(1 H t m), 3.26-3.50(2H,m), 3.65 
(3H,s), 4.32-4.47(1 H,m), 4.75(2H,s), 4.64-5.01 (1 H,m), 5.47(2H,s), 7.17(1H,s), 7.35(1 H,s), 7.44(1 H,s), 8.09(1 H,s), 
8.30-8.54(1 H,m), 8.94(1 H.brs), 9.55(1 H.brs). 

Example 1019 

1 -[3-tert-Butyl-5-(3-hydroxy-pyiTolidin-1 -yl)-4-methoxy-phenyl]-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol- 
2-yl)-ethanone trifluoroacetate 

[1928] 1H-NMR(DMSO-d6)5: 

1.40(9H,s), 1 . 79-1. 92(1H ( m), 1.98-2. 12(1H,m), 2.90-2.99(1 H,m), 3.08-3.18(1 H,m), 3.20-3.60(2H,m), 3.65(3H,s), 3.89 
(3H.S), 3.97(3H,s), 4.30-4.43(1 H,m), 4.81 (2H,s), 5.50(2H,s), 7.34(1 H,s), 7.39(1 H,s), 7.43(1 H,s), 9.08(1 H.brs), 9.31 
(IH.brs). 

Example 1020 

2-(5,6-Diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-1 -[3-(9-hydroxy-piperidin-1 -yl)-5-isopropyl-4-methoxy- 
phenyl]-ethanone hydrobromide 

[1929] 1 H-NMR(DMSO-d6)8: 

1.21(6H,d,J=7.2Hz) l 1.31(3H.t,J=7.2Hz) l 1 .42(3H,t,J=6.8Hz), 1 .54-1 .68(2H,m), 1 .86-1 .96(2H,m), 2.70-2.82(2H,m), 
3.20-3.68(3H,m), 3.88(3H,s), 

4.13(2H,q,J=7.2Hz), 4.23(2H,q,J=6.8Hz), 4.74(1 H,d,J=4.0Hz), 4.81 (2H,s), 5.49(2H,s), 7.35(1 H,s), 7.43(1 H,s), 7.56 

(1H.S), 8.98-9.12(1 H,m), 9.20-9.38(1 H,m). 

MS:m/e(ESI)528.4(MH+) 

Example 1021 

2-[2-(3-fe^Butyl-5-ethylamino-4-methoxy 
5-carboxylic acid methylamide hydrobromide 

[1930] 1 H-NMR(DMSO-d6)5: 

1.20(3H,t,J=7.0Hz), 1.37(9H,s), 1 .41(3H,t,J=7.0Hz), 2.82(3H,d,J=4.8Hz), 3.1 2-3.1 7(2H,m), 3.73(3H,s), 4.28(2H,q, 
J=7.0Hz), 4.83(2H,s), 5.29(1 H,t,J=6.0Hz), 5.46(2H,s), 7.11(1H,s), 7.23(1H,s), 7.53(1H,s), 8.21 (1 H,q,J=4.8Hz), 8.55 
(1H,s), 9.18(1H,brs), 9.80(1 H,brs). 
MS:m/e(ESI)481.3(MH+) 

Example 1022 

1- (3-rert-Butyl-5-ethylamino-4-methoxy-phenyl)-2-(5,6-diethoxy-7-fluoro-1-jmin 
hydrobromide 

[1931] 1 H-NMR(DMSO-d6)5: 

1.20(3H,t,J=7.0Hz), 1.29(3H,t,J=7.0Hz), 1.37(9H,s), 1.40(3H,t,J=7.0Hz) i 3.12-3.19(2H,m) l 3.72(3H,s), 4.11(2H,q, 
J=7.0Hz), 4.21(2H,q,J=7.0Hz), 4.79(2H,s), 5.29(1 H,t,J=6.0Hz), 5.45(2H,s), 7.10(1H,s), 7.22(1 H,s), 7.33(1 H,s), 9.03 
(1H,brs), 9.28(1 H.brs). 
MS:m/e(ESI)486.3(MH+) 

Example 1023 

2- [2-(3-te/t-Butyl-5-ethylamino-4-methoxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2 > 3-dihydro-1H-isoindo 
5-carboxylic acid methylamide hydrobromide 

[1932] 1H-NMR(DMSO-d6)5: 

1.20(3H,t,J=7.0Hz), 1.37(9H,s), 2.78(3H,d,J=4.6Hz), 2.92(6H,s), 3.12-3.19(2H,m) l 3.72{3H,s), 4.73(2H,s), 5.28(1H,t, 
J=5.8Hz), 5.42(2H,S), 7.1 0(1 H,s), 7.1 5(1 H,s), 7.23(1 H,s), 8.06(1 H,s), 8.37(1 H,q,J=4.6Hz), 8.92(1 H.brs), 9.52(1 H.brs). 
MS:m/e(ESI)480.3(MH+) 
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Example 1024 

1- (3-tertButyl-5-dimethylamino-4-hydroxy-phenyl)-2-^^ 
ethanone hydrobromide 

[1933] 1H-NMR(DMSO-d6)5: 

1.39(9H,s), 2.61 (6H,s), 3.87(3H.s), 3.95(3H,s), 4.80(2H,s), 5.46(2H,s) 1 7.36(1 H,s), 7.63(1 H.d.J^.OHz), 7.68(1H,d, 
J=2.0Hz). 

MS:m/e(ESl)444.2(MH+) 
Example 1025 

6-f2-(3-fert-Butyl-5-ethylamino-4-metho 
pyridine-2-carboxylic acid methylamide trifluoroacetate 

[1934] 1 H-NMR(DMSO-d6)S: 

1.20(3H,t,J=7.0Hz), 1.34-1.37(12H,m) f 2.78(3H l d l J=5.0Hz) > 3.12-3.18(2H,m), 3.73(3H,s), 4.24(2H,q,J=7.0Hz), 4.87 
(2H,s), 5.29(1 H,t,J=6.0Hz), 5.49(2H,s), 7.10(1H,s), 7.23(1H,s), 7.99(1H,s), 8.52(1 H,q,J=5.0Hz). 
MS:m/e(ESI)482.3(MH+) 

Example 1026 

2- [2-(3-tert-Butyl-4-methoxy-5-methylamin^^ 

5- carboxylic acid methylamide hydrobromide 

[1935] 1 H-NMR(DMSO-d6)5: 

1.36(9H,s), 2.75-2.78(6H,m) f 2.91 (6H,s), 3.72(3H,s), 4.71 (2H,s), 5.40(2H,s), 5.49(1 H,q,J=4.8Hz), 7.05(1 H,s), 7.15 
(1H,s), 7.24(1 H,s), 8.05(1 H,s), 8.37(1 H,q,J=:4.8Hz). MS:m/e(ESI)466.3(MH+) 

Example 1027 

2-{2-[3-tert-Butyl-5-(3-hydroxy-pyrrolidin-1-yl)-4-^ 
isoindole-5-carboxylic acid methylamide trifluoroacetate 

[1936] 1H-NMR(DMSO-d6)5: 

1.40(9H,s), 1.44(3H,t,J=7.2Hz), 1 .79-1 .92(1 H,m), 1 .98-2.12(1 H,m), 2.85(3H,d,J=4.8Hz), 2.92-2.99(1 H,m), 3.08-3.18 
(1 H,m), 3.20-3.65(2H,m), 3.66(3H,s), 4.30(2H,q,J=7.2Hz), 4.35-4.45(1 H,m), 4.86(2H,s), 5.43-5.58(2H,m), 7.36(1 H,s), 
7.44(1 H,s), 7.56(1 H,s), 8.16-8.30(1 H,m), 8.58(1H,s), 9.17(1 H.brs), 9.85(1 H.brs). 

Example 1028 

6- [2-(3-tert-Butyl-4-methoxy-5-methylami 
pyridine-2-carboxylic acid methylamide trifluoroacetate 

[1937] 1H-NMR(DMSO-d6)5: 

1.34-1.38(12H,m), 2.75-2.78(6H,m), 3.72(3H,s), 4.24(2H,q,J=7.0Hz), 4.87(2H,s), 5.51 (2H,s), 7.05(1 H,s), 7.24(1 H,s), 

7.99(1 H,s), 8.52(1 H,q,J=5.2Hz). 

MS:m/e(ESI)468.3(MH+) 

Example 1029 

(1'{5-[2-(5-Ethoxy-1-imino-6-methylcaroamoyl-1 > 3-dihydro-isoindol-2-yl)-acetyl]-3-isopropyl-2-methoxyphenyl)- 
piperidin-4-yl)-acetic acid trifluoroacetate 

[1938] 1 H-NMR(DMSO-d6)5: 

1 .19(6H,d,J=7.2Hz), 1.32-1 .48(5H,m), 1 .70-1 .87(3H,m) l 2.16-2.26(2H,m), 2.54-2.68(2H J m) t 2.82(3H l d,J=3.6Hz), 3.85 
(3H.s), 4.27(2H,q,J=6.8Hz), 4.84(2H,s), 5.47(2H,s), 7.41 (1H,s), 7.54(11-1,8), 7.55(1 H,s), 8.13-8.24(1 H,m), 8.55(1 H,s). 
9.1 6(1 H.brs), 9.83(1 H.brs). 
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MS:m/e(ESI)565.3(MH+) 
Example 1030 

(1 -{5-[2-(5,6-Diethoxy-7-fluoro-1 -imino-1 ,3-dihydro isoindol-2-yl)-acetyl]'3HSopropyl'2-methoxy-phenyl}-piperidin- 
4-yl)-acetic acid trifluoroacetate 

[1939] 1 H-NMR(DMSO-d6)5: 

i.i9(6H,d,j=6.8Hz), i.29(3H,t,j=6.8Hz^ 

(3H,s), 4.1 1 (2H,q,J=6.8Hz), 4.21 (2H,q,J=6.8Hz), 4.79(2H f s), 5.46(2H,s), 7.33(1 H,s), 7.39(1 H,s), 7.54(1 H,s), 8.99-9.08 

(1H,m), 9.24-9.36(1 H,m). 

MS:nVe(ESI)570.4(MH+) 

Example 1031 

1-(3-tert-Butyl-5-ethylamino-4-met 
ethanone hydrobromide 

[1940] 1H-NMR(DMSO-d6)5: 

1.20(3H,t,J=7.0Hz), 1.37(9H,s), 3.12-3.19(2H,m), 3.73(3H,s), 3.87(3H,s), 4.79(2H,s), 5.29(1 H,t,J=6.0Hz), 5.45(2H,s), 

7.10(1H,s), 7.23(1 H,s), 7.36(1 H,s), 9.00(1 H.brs), 9.28(1 H,brs). 

MS:m/e(ESI)458.2(MH+) 

Example 1032 

1-(3-terf-Butyl-5-ethylamino-4-methoxy-phenyl)-2-(2-cyclopropyl-7-imino-5y-dihydro-pyrrolo[3,4-b]pyri 
ethanone hydrobromide 

[1 941 ] 1 H-NM R(DMSO-d6)5: 

1 .08-1 .1 0(4H ,m), 1 .20(3H,t,J=7.0Hz), 1 .37(9H,s), 2.26-2.35(1 H,m), 3.1 2-3.1 8(2H,m), 3.73(3H,s), 4.81 (2H,s), 5.29(1 H, 
t,J=6.0Hz), 5.54(2H,s), 7.11(1H,s), 7.23(1H,s), 7.71 (1 H,d,J=8.0Hz), 8.09(1 H,d,J=8.0Hz). 
MS:m/e(ESI)421.2(MH+) 

Example 1033 

1- (3-terf-Butyl-5-ethoxy-4-hydroxy-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 .S-dihydro-isoindot^-yQ-ethanone 
hydrobromide 

[1942] 1H-NMR(DMSO-d6)8: 

1 .29(3H,t,J=7.0Hz), 1 .36-1 .41 (1 5H,m), 4.08-4.1 5(4H,m), 4.21 (2H.q,J=7.0Hz), 4.78(2H,s), 5.44(2H,s), 7.33(1 H,s), 7.42 

(1H,s), 7.50(1 H,s), 9.00(1 H.brs), 9.30(1 H.brs), 9.44(1 H,brs). 

MS:m/e(ESI)473.2(MH+) 

Example 1034 

2- [2-(3-ferf-Butyl-5-ethoxy-4-hydroxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-carboxylic 
acid methylamide hydrobromide 

[1943] 1H-NMR(DMSO-d6)5: 

1.36-1.43(15H,m),2.82(3H,d,J=4.6Hz),4.^ 7.43(1H,s), 

7.51 (1H,s), 7.53(1 H,s), 8.20(1 H,q,J=4.6Hz), 8.55(1 H,s). 

MS:m/e(ESI)468.2(MH+) 



374 



EP 1 391 451 A1 

Example 1035 

2-te/t-Butyl-4-f2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3- dihydro-isoindol-2-yl)-acetyl]-6-ethoxy-phenyl ethylcarbamate 
hydrobromide 

[1944] 1H-NMR(DMSO-d6)5: 

1.08(3H,t J J=7.0Hz), 1.27-1 .33(1 5H,m), 1 .40(3H,t,J=6.8Hz), 3.06-3. 14(2H,m), 4.03-4.1 4(4H,m), 4.21 (2H ( q,J=7.0Hz), 
4.80(2H,s), 5.50(2H,s), 7.34(1 H.s), 7.51 (1H,s), 7.55(1 H,s), 7.86(1 H,t,J=4.8Hz), 9.02(1 H.brs), 9.33(1 H.brs). 
MS:m/e(ESI)544.3(MH+) 

Example 1 036 

2-/e/t-Butyl-6-ethQxy-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1,3-dihydro-isolndol-2-yl)-acetyl] ethyl- 
carbamate hydrobromide 

[1945] 1 H-NMR(DMSO-d6)5: 

1.09(3H,t J J=7.0Hz), 1.31(3H,t,J=7.0Hz), 1.34(9H,s), 1 .42(3H,t,J=7.0Hz), 2.82(3H,d,J=4.8Hz), 3.05-3.11 (2H,m), 4.07 
(2H l q,J=7.0Hz), 4.28(2H,q,J=7.0Hz), 4.85(2H,s), 5.51 (2H,s), 7.52(1 H,s), 7.54(11-1,3), 7.57(1 H,s), 7.86(1 H.t.^e.OHz), 
B.21(1H I q,Js4.8Hz) l 8.55(1 H,s). 
MS:m/e(ESI)539.4(MH+) 

Example 1 037 

2-fe/t-Butyl-6-(3-cyano-propoxy)-4-[2-(5,6-dlethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl 
methanesulfonate hydrobromide 

[1946] 1 H-NMR(DMSO-d6)S: 

1.29 (3H, t, J=7.0Hz), 1.40(3H,t, J=7.0Hz), 1.44 (9H, s), 2.1 0-2.1 7(2H,m), 2.69(2H,t,J=7.2Hz), 3.67(3H,s), 4.12(2H,q, 
J=7.0Hz), 4.21 (2H I q,J=7.0Hz) 1 4.82(2H,s), 5.53(2H,s), 7.35(1 H,s), 7.63(1 H,s), 7.66(1 H,s), 9.08(1 H.bre), 9.32(1 H.brs). 
MS:m/e(ESI)590.2(MH+) 

Example 1 038 

1- (3-Dimethylamino-5-isopropenyl-4-methoxy-phenyl)-2-(7-fluoro-1-imino-5 i 6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[1947] 1H-NMR(DMSO-d6)5: 

2.09(3H,s), 2.80(6H,s), 3.72(3H,s), 3.87(3H 1 s), 3.95(3H,s), 4.81 (2H,s), 5.04(1 H,m), 5.23(1 H,m), 5.49(2H,s), 7.37(1 H, 

brs), 7.40-7.42(2H,m). 

MS:m/e(ESI)442.3(MH+) 

Example 1 039 

2- /erNButyl-6-(3-cyanopropoxy)-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1,3-dihydro-isoindol-2-yl)-acetyll-phenyl 
methanesulfonate hydrobromide 

[1948] 1H-NMR(DMSO-d6)5: 
1.42(3H,t,J=7.0Hz), 1.44(9H,s), 2.11 -2.17^ 

m), 4.86(2H,s), 5.53(2H,s), 7.55(1 H,s), 7.64(1 H,s), 7.67(1 H,s), 8.21 (1 H,q,J=4.8Hz), 8.56(1 H,s), 9.20(1 H.brs), 9.82 
(1H,brs). 

MS:m/e(ESI)585.3(MH+) 
Example 1040 

1 -[3-/e/t-Butyl-5-(4-hydroxy-4-methyl-piperidin-1 -yl)-4-methoxy-phenyl]-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro- 
isoindol-2-yl)-ethanone hydrobromide 

[1 949] 1 H-NM R(DMSO-d6)5: 
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1.18(3H,s), 1.28(3H,t,J=6.8Hz), 1.35(9H,s), 1 .39(3H,t,J=6.8Hz), 1 .59-1 .80(4H,m), 2.88-3.09(4H,m), 3.93(3H,s), 4.11 
(3H,q,J=6.8Hz), 4.21 (3H,q,J=6.8Hz), 4.78(2H,s), 5.48(2H t s), 7.33(11-1,3), 7.53(1 H,s), 7.55(1 H,s), 8.98-9.1 0(1 H,m), 
9.20-9.33(1 H,m). 
MS:m/e(ESI)556.4(MH+) 

Example 1041 

1 -(3-ferf-Butyl-4-methoxy-5-piperazin-1 -yl-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)- 
ethanone dihydrochloride 

[1950] 1H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=7.0Hz), 1 .37(9H,s), 1 .40(3H,t,J=7.0Hz), 3.21 (4H,brs), 3.32(4H,brs), 3.94(3H,s), 4.1 1 (2H,q,J=7.0Hz), 4.21 
(2H,q,J=7.0Hz), 4.79(2H,s), 5.55(2H,s), 7.34(1H,s), 7.50(1H,s), 7.64(1 H,s), 9.04-9. 16(3H,m), 9.40(1 H,brs). 
MS:m/e(ESI)527.3(MH+) 

Example 1 042 

2-(2-{3-fert-Butyl-4-methoxy-5-[(2-meth^ 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[1951] 1H-NMR(DMSO-d6)5: 

1 .16(3H,t,J=6.8), 1 .36(9H,s), 1 .39(3H,t,J=6.8Hz), 2.68-2.95(6H,m), 3.18(3H,s), 3.20-3.48(4H,m), 3.81 (3H,s), 4.27(2H, 
q,J=6.8Hz), 4.84(2H,s), 5.49(2H,s), 7.46-7.60(3H,m), 8.20(1 H,q,J=4.0Hz), 8.55(1 H,s), 9.1 6(1 H.brs), 9.83(1 H,s). 
MS:m/e(ESi)525.4(MH+) 

Example 1043 

2-(2-{3-fert-Butyl-4-methoxy-5-[(2-methoxyethyl)-m 
2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[1952] 1H-NMR(DMSO-d6)5: 

1.36(9H,s), 2.77(3H,d,J=4.0Hz), 2.80(3H,s), 2.91 (6H,s), 3.18(3H,s), 3.20-3.48(4H,m), 3.81(3H,s) t 4.73(2H,s), 5.43 

(2H,s), 7.15(1H,s), 7.50(1 H,s), 7.53(1H,s), 8.06(1 H,s), 8.36(1 H,q,J=4.0Hz). 

MS:m/e(ESI)524.3(MH+) 

Example 1044 

1-{3-tertButyl-4-methoxy-5-[(2-methoxyethyl)-m 
isoindol-2-yl)-ethanone hydrobromide 

[1953] 1H-NMR(DMSO-d6)8: 

1 .29(3H,t,J=6.8Hz), 1 .36(9H,s), 1 .39(3H ) t,J=6.8Hz), 2.81 (3H,s), 3.1 8(3H,s), 3.22-3.44(4H,m), 3.81 (3H,s), 4.1 1 (2H,q, 
J=6.8Hz), 4.20(2H,q,J=6.8Hz), 4.79(2H,s), 5.49(2H,s), 7.34(1 H,s), 7.50(1 H,d,J=2.0Hz), 7.52(1 H,d,J=2.0Hz). 

Example 1045 

1-(3-te/t-Butyl-4-ethoxy-5-morpholino-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone 
hydrobromide 

[1 954] 1 H-NM R(DMSO-d6)5: 

1 .29(3H,t,J=7.0Hz), 1 .34-1 .42(1 5H,m), 3.00(4H,brs), 3.79(4H,brs), 4.01 (2H,q,J=7.0Hz), 4.21 (2H,q, J=7.0Hz), 4.29(2H, 
q,J=7.0Hz), 4.79(2H,s), 5.47(2H,s), 7.34(1H,s), 7.47(1 H,d,J=2.0Hz), 7.61 (1 H,d,J=2.0Hz), 9.02(1 3H,brs), 9.27(1 H, 
brs). 

MS:m/e(ESI)542.3(MH+) 
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Example 1046 

2-[2-(3-tert-Butyl-4-ethoxy-5-moroholino-pheny))-2-oxo 
5-carboxylic acid methylamide hydrobromide 

[1955] 1H-NMR(DMSO-d6)5: 

1 .39-1 .43(15H,m), 2.83(3H I d,J=4.6Hz) ) 3.00(4H,brs), 3.79(4H,brs), 4.25-4.32(4H ( m), 4.83(2H,s), 5.48(2H,s), 7.49(1 H, 

s), 7.53(1 H,s), 7.62(1 H,s), 8.20(1 H,q,J=4.6Hz), 8.55(1 H,s). 

MS:m/e(ESI)537.4(MH+) 

Example 1047 

1 -[3-fe/t~Butyl-5-(2-hydroxyethylamino)-4-methoxy phenyll^-fS.e-diethoxy^-fluoro-l -imino-1 ,3-dihydro-isoindol- 
2-yl)-ethanone hydrochloride 

[1 956] 1 H-NM R(DMSO-d6)S: 

1.38(3H l t,J=6.8Hz) l 1.45(9H,s), 1 .50(3H,t,J=6.8Hz), 3.44(2H,t,J=5.4Hz) > 3.83(2H,t,J=5.4Hz), 3.89(3H,s), 4.18(2H,q, 
J=6.8Hz), 4.24(2H,q,J=6.8Hz), 4.91 (2H,s), 5.49(2H,s), 7.21 (1H,s), 7.55(1 H,d,J=2.0Hz), 7.66(1 H,d,J=2.0Hz). 
MS:m/e(ESI)502.3(MH+) 

Example 1048 

1- [3-tert-Butyl-5-(2-hydroxyethylamino)-4H7iethox 

2- yl)-ethanone dihydrochloride 

[1957] 1H-NMR(DMSO-d6)S: 

1.44(9H,s), 3.38(2H,t,J=5.6Hz), 3.83(2H,t,J=5.6Hz), 3.86(3H,s), 3.94(3H,s), 4.02(3H,s), 4.91 (2H,s), 5.46(2H,s), 7.25 
(2H,s), 7.40(1 H,d,J=2.0Hz), 7.54(1 H,d,J=2.0Hz). 

Example 1049 

1- {3-te^Butyl-5-[(2-hydroxyethyl)-methylamino]-4-m -imino-1 ,3-dihydro- 
isoindol-2-yl)-ethanone dihydrochloride 

[1 958] 1 H-NM R(DMSO-d6)5: 

1 .36(3H,t,J=6.8Hz), 1 .44(9H,s), 1 .49(3H,t,J=6.8Hz), 3.04(3H,brs), 3.38-3.75(4H,m), 3.95(3H,s), 5.49(2H,s), 7.21 (1 H, 

s), 7.77-7.95(2H,m) . 

MS:m/e(ESI)516.4(MH+) 

Example 1050 

2- ({3-ferf-Butyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydroHSoindol-2-yl)-acetyl]-2-methoxy-phenyl}- 
methylamino)-ethyl acetate hydrochloride 

[1 959] 1 H-NM R(DMSO-d6)5: 

1.27(3H,t,J=6.8Hz), 1 .36(9H,s), 1 .39(3H,t,J=6.8Hz), 1.87(3H p s), 2.81 (3H,s), 2.72-2.85(2H,m), 3.38(2H,t,J=6.0Hz), 
3.81 (3H,s), 4.12(2H,q,J=6.8Hz), 4.20(2H,q,J=6.8Hz), 4.79(2H,s), 5.55(2H,s), 7.33(1 H,s), 7.52(1 H,s), 7.54(1 H,s), 9.07 
(1H,brs), 9.44(1 H.brs). 
MS:m/e(ESI)558.4(MH+) 

Example 1051 

2-{2-[3-rerT-Butyl-5-(3 > 4-dihydroxy-pyrrolidin-1-yl)-4-methoxy-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2 > 3-dihydro-1H- 
isoindole-5-carboxylic acid methylamide trifluoroacetate 

[1 960] 1 H-NM R(DMSO-d6)5: 

1.37(9H,s), 1.41(3H,t,J=6.8Hz), 2.82(3H,d,J=4.8Hz), 2.88-2.95(2H,m), 3.50-3.59(2H,m), 3.61 (3H,s), 4.02(2H,brs), 
4.28(2H J q,J=6.8Hz) l 4.83(2H,s), 5.37-5.60(2H,m), 7.29(1 H,s), 7.38(1 H,s), 7.54(1 H,s), 8.12-8.28(1 H,m), 8.55(1 H,s), 
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9.14(1 H.brs), 9.82(1 H.brs). 
Example 1052 

1 -[3-te/t~Butyl-5-(3,4-dihydroxy-pyrrolidin-1 -yQ^-methoxy-phenyQ^-tS.S-diethoxy-T-fluoro-l -imino-1 ,3- dihydro- 
isoindol-2-yl)-ethanone trifluoroacetate 

[1961] 1 H-NMR(DMSO-d6)6: 

1 .29(3^^=6.81^), 1 .37(9H,s), 1 .40(31-1,^=6.81^), 2.87-2.97(2H,m), 3.48-3.58(2H,m), 3.61 (3H,s), 4.02(2H,brs), 4.11 
(2H 1 q,J=6.8Hz) l 4.21 (2H,q,J=6.8Hz), 4.78(2H,s), 5.36-5.58(2H,m), 7.28(1 H,s), 7.34(1 H,s), 7.37(1 H,s), 9.04(1 H,brs) t 
9.26(1 H,brs). 

Example 1 053 

2-{2-[3-fe^Butyl-5-((3R,4R)-3-hydroxy-4-methox^^ 

2,3-dihydro-1 H-isoindole-5-carboxylic acid methylamide trifluoroacetate 

[1962] 1 H-NMR(DMSO-d6)5: 

1.37(9H,s), 1.41(3H,t,J=6.8Hz), 2.82(3H,d,J=4.4Hz), 2.82-3.11 (2H,m), 3.30(3H,s), 3.40-3.58(2H,m), 3.63(3H,s), 
3.72-3.79(1 H,m), 4.1 0-4.25(1 H,m), 4.27(2H,q,J=6.8Hz), 4.83(2H,s), 5.38-5.62(2H,m), 7.32(1 H,s), 7.42(1 H,s) } 7.54 
(1H,s), 8.14-8.28(1 H,m), 8.55(1 H,s), 9.13(1 H.brs), 9.83(1 H.brs). 

Example 1054 

1- [3-tert-Butyl-5-((3R,4R)-3-hydroxy-4-m 

1 ,3-dihydro-isoindol-2-y!)-ethanone trifluoroacetate 

[1963] 1 H-NMR(DMSO-d6)S: 

1 .29(3H J t,J=7.2Hz), 1 .37(9H,s), 1 .39(31^=7.21^), 2.91 -2.99(1 H,m), 3.03-3.1 2(1 H,m), 3.30(3H,s), 3.40-3.58(2H,m), 
3.63(3H,s), 3.71 -3.79(1 H,m), 4.10(2H,q,J=7.2Hz), 4.10-4.30(3H,m), 4.78(2H,s), 5.38-5.60(2H,m), 7.30(1H,s), 7.33 
(1H,s), 7.41(1 H,s), 8.99-9.1 2(1 H,m), 9.20-9.40(1 H,m). 

Example 1 055 

6-(2-{3-tert-Butyl-5-[(2-hydroxyethyl)methylam 
pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide hydrochloride 

[1964] 1 H-NMR(DMSO-d6)5: 

1.26-1 .44(3H,m), 1 .36(9H,s) t 2.77(3H,d,J=4.0Hz), 2.81 (3H,s), 3.17(2H,t,J=6.4Hz), 3.52(2H,t,J=6.4Hz), 3.82(3H,s), 
4.23(2H,q,J=6.8Hz) > 4.87(2H,s), 5.60(2H,s), 7.51 -7.53(2H,m), 8.00(1 H,s), 8.57(1 H,q,J=4.0Hz), 9.57(1 H ,brs), 9.97(1 H. 
brs). 

Example 1056 

2- (2-{3-ferf-Butyl-5-[(2-hydroxyethyl)-methylamino]-4-methoxy-phenyl}-2-oxo-ethyl)-6-ethoxy-3-imino-2,3-dihydro- 
1H-isoindole-5-carboxylic acid methylamide hydrochloride 

[1965] 1 H-NMR(DMSO-d6)8: 

1.36(9H,s), 1.41(3H t t,J=6.8Hz), 2.75-2.90(3H,m), 3.06-3.26(2H,m), 3.14(3H,s), 3.54(2H,t,J=4.0Hz), 3.82(3H,s), 4.26 
(2H,q,J=6.8Hz), 4.83(2H,s), 5.54(2H,s), 7.45-7.60(3H,m), 8.20(1 H,q,J=4.0Hz), 8.55(1 H,s), 9.33(1 H.brs), 9.91 (1 H.brs). 

Example 1057 

({3-teri-Butyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl}-methylamino)- 
acetonitrile hydrobromide 

[1966] 1 H-NMR(DMSO-d6)8: 

1 ,29(3H,t,J=7Hz), 1 .35-1 .42(1 2H,m), 2.87(3H,s), 3.80 (3H. s) , 4.1 1 (2H,q,J=7Hz), 4.21 (2H,q,J=7Hz), 4.36(2H,s), 4.81 
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(2H,s), 5.53(2H,s), 7.35(1 H.brs), 7.58(1 H.brs), 7.66(1 H.brs), 9.06(1 H.brs), 9.32(1 H,brs). 
Example 1058 

2-{2-[3-tert-Butyl-5-(cyanomethyl-amino)-4-met^^ 

5- carboxylic acid methylamide hydrobromide 

[1967] 1 H-NMR(DMSO-d6)8: 

1.35-1 .42(12H ( m), 2.81 (3H,d,J=5Hz), 3.71 (3H,s), 4.24-4.38(4H,m), 4.84(2H,s), 5.46(2H,s), 6.05(1 H,m), 7.30(1 H.brs), 
7.39(1 H.brs), 7.50(1 H.brs), 8.23(11-^), 8.52(1 H,s). 
MS:m/e (ESI) 492.2 (MH+) 

Example 1059 

{3-te/t-Butyl-5-[2-(5 > 6-diethoxy-7-fluoro-1-imino>1 .S-dihydro-isoindol^-yQ-acetyll^-methoxy-phenylamino}- 
acetonitrile hydrobromide 

[1968] 1 H-NMR(DMSO-d6)8: 

1.29(3H,t,J=7Hz), 1.35-1. 42(1 2H,m), 3.72(3H,s), 4.11 (2H,q,J=7Hz), 4.21 (2H,q,J=7Hz), 4.36(2H,m), 4.81(2H,s), 5.49 

(2H,s), 6.15(1H,m), 7.32(1 H.brs), 7.34(1 H.brs), 7.39(1 H,brs). 

MS:m/e(ESI)497.2(MH+) 

Example 1 060 

2-{2-[3-fe/t-Butyl-5-(cyanomethyl-methylamino)-4-methoxy-phenyl]-2-oxo-ethyl}-6-eth 
isoindole-5-carboxylic acid methylamide hydrobromide 

[1 969] 1 H-NM R(DMSO-d6)S: 

1.35-1. 42(1 2H,m), 2.82(3H,d 1 J=5Hz), 2.87(3H,s), 3.81 (3H,s), 4.25-4.37(4H,m), 4.85(2H,s) s 5.53(2H,s), 7.54(1 H.brs), 

7.58(1 H.brs), 7.67(1 H.brs), 8.20(1 H,m), 8.55(1 H.brs). 

MS:m/e(ESI)506.2(MH+) 

Example 1061 

1- (3-fert-Butyl-4-methoxymethoxy-5-morpholin-4-yl-phenyl)-2-(5,6-diethoxy-7-fluoro-1-imino^ 

2- yl)-ethanone hydrobromide 

[1970] 1 H-NMR(DMSO-d6)6: 

1.29(3H,t,J=7.0Hz), 1 .37-1 .43(1 5H,m), 2.94(4H,brs), 3.54(3H,s) f 3.79(4H,brs), 4.11(2H ( q t J=7.0Hz) l 4.21 (2H,q, 
J=7.0Hz), 4.77(2H,s) I 5.34(2H,s), 5.45(2H,s) > 7.32(1 H,s), 7.52(1 H,s), 7.64(1 H,s), 9.02(1 H.brs), 9.27(1 H.brs). 
MS:m/e(ESI)558.3(MH+) 

Example 1062 

2- {2-[3-ferf-Butyl-5-((3R ) 4R)-3-hydroxy>4-methoxypyrroNdin-1-yl)-4-methoxy-phenyl]-2-oxo-ethyl}-6-dimethylamino 

3- imino-2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide trifluoroacetate 

[1 971 ] 1 H-NM R(DMSO-d6)5: 

1.36(9H,s), 2.77(3H,d,J=4.0Hz), 2.85-3.14(8H,m), 3.29(3H,s), 3.62(3H,s), 3.70-3.80(1 H,m), 4.13-4.27(1 H,m), 4.72 
(2H,s), 5.35-5.60(2H,m), 7.15(1H,s), 7.31(1 H,s), 7.41 (1H,s), 8.05(1 H,s), 8.30-8.44(1 H,m), 8.90(1 H.brs), 9.52(1 H.brs). 

Example 1063 

6- {2-[3-fe/t-Butyl-5-((3R > 4R)-3-hydroxy-4-methoxypyrrolidin-1-yl)-4-methoxy-phenyl]-2-oxo-ethyl}-3-ethoxy-7-imino- 
67-dihydro-5H-pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide trifluoroacetate 

[1972] 1H-NMR(DMSO-d6)5: 

1.26-1 .54(1 2H,m), 2.77(3H,d > J=4.8Hz), 2.70-3.01 (1 H,m), 3.02-3.13(1 H,m), 3.30(3H,s), 3.40-3.58(2H,m), 3.63(3H,s), 
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3.71 -3.82(1 H,m), 4.1 0-4.45(3H,m), 4.87(2H,s) f 5.23(1 H,d J J=3.6Hz) 1 5.40-5.70(2H,m), 7.31 (1H,s), 7.42(1 H,s), 7.99 
(1H,s), 8.40-8.63(1 H,m), 9.28-9.48(2H p m). 

Example 1064 

2-[2-(3-tert-Butyl-4-methoxymethoxy-5-moroh isoindole- 
5-carboxylic acid methylamide hydrobromide 

[1 973] 1 H-NM R(DMSO-d6)5: 

1.40-1.43(12H,m), 2.82(3H,d,J=4.8Hz), 2.95(4H,brs), 3.55(3H,s), 3.79(9H,brs), 4.28(2H,q,J=:7.0Hz), 4.85(2H,s), 5.34 
(2H,s), 5.49(2H,s), 7.52-7.54(2H,m), 7.65(1 H,s), 8.21 (1 H.d.^.SHz), 9.1 6(1 H.brs), 9.85(1 H,brs). 
MS:m/e(ESI)553.3(MH+) 

Example 1065 

1- (3-fe/t-Butyl-4-hydroxy-5-moipholino-phenyl)-2-(5,6-diethoxy-7-fluoro-1-imino-1,3-dih 
hydrochloride 

[1974] 1 H-NMR(DMSO-d6)6: 

1.29(3H,t,J=7.0Hz), 1 .38-1 .41 (12H,m), 2.78-2.79(4H,m) } 3.81-3.83(4H,m), 4.1 1 (2H,q,J=7.0Hz) l 4.21 (2H,q,J=7.0Hz), 
4.79(2H,s), 5.44(2H,s), 7.33(1 H,s), 7.67(1 H,s), 7.73(1 H f s), 9.03(1 H.brs), 9.20(1 H.brs), 9.28(1 H,brs). 
MS:m/e(ESI)514.3(MH+) 

Example 1066 

2- [2-(3-tert-Butyl-4-hydroxy-5-moroh 
5-carboxylic acid methylamide trifluoroacetate 

[1975] 1 H-NMR(DMSO-d6)5: 

1 .40-1 .43(12H,m), 2.77-2.80(4H,m), 2.82(3H,d,J=4.4Hz), 3.81 -3.83(4H,m), 4.28(2H,q,J=7.0Hz), 4.84(2H,s) ) 5.45(2H, 
s), 7.54(1H,s), 7.68(1H,s), 7.74(1H,s), 8.21 (1 H,q,J=4.4Hz), 8.56(1H f s), 9.14(1 H.brs), 9.20(1 H,brs), 9.82(1 H.brs). 
MS:m/e(ESI)509.3(MH+) 

Example 1067 

2-(5,6-Piethoxy-7-fluoro-1-imino-1 1 3-dihydro-isoindol-2-yl)-1-(3-isopropyl-4-methoxy-5-morphoN 
hydrobromide 

[1976] 1 H-NMR(DMSO-d6)5: 

1.20(6H,d,J=6.8Hz), 1 .29(3H,t,J=6.8Hz), 1.40(31-1,^=6.8^), 2.90-3.1 0(5H,m), 3.66-3.88(4H,m), . 3.87(3H,s), 
4.04-4.26(4H,m), 4.80(2H,s), 5.50(2H,s), 7.34(1 H,s), 7.39(1 H,s), 7.58(1 H,s), 9.06(1 H,brs), 9.34(1 H,brs). 

Example 1068 

2-(2-{3-fe^Butyl-5-[ethyl-(2-hydroxyethyl)-amino]-4-methoxy-phenyl}-2-oxo-ethyl)-6-ethoxy-3-imino-2,3-dihydro-1H 
isoindole-5-carboxylic acid methylamide hydrochloride 

[1977] 1H-NMR(DMSO-d6)8: 
0.96(3H,t,J=6.8Hz)J.36(9H,s)J.42(3H,tJ^ 

s), 4.27(2H,q,J=6.8Hz), 4.84(2H,s), 5.49(2H,s), 7.48-7.60(3H,m), 8.21 (1 H.brs), 8.56(1H 5 s), 9.21 (1 H.brs), 9.86(1 H, 
brs). 

MS:m/e(ESI)525.3(MH+) 
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Example 1069 

2-(2-{3-fert-Butyl-5-fethyf-(2-hydro 

2 > 3-dihydro-18-isoindole-5-carboxylic acid methylamide hydrochloride 
[1978] 1H-NMR(DMSO-d6)5: 

0.95(3H,t,J=6.8Hz), 1.36(9H,s), 2.77(38,d,J=4.08z), 2.91 (68,s), 3.08-3.1 8(48,m), 3.47(28,t,J=5.68z), 3.84(3H,s), 
4.73(28,s), 5.49(28,3), 7.14(1H,s), 7.53(1 H,s), 7.55(1 H,s), 8.08(1 8,s), 3.37(1 8,q,J=4.08z), 9.08(1 H.brs), 9.60(1 H, 
brs). 

Example 1070 

1- {3-tertButyl-54ethyl-(2-hydroxy^^ 
isoindol-2-yl)-acetyl hydrochloride 

[1 979] 1H-NMR (DMSO-d6) 5: 

0.96(38,t,J=6.48z), 1 .28(3H,t,J=6.8Hz), 1.37(9H,s), 1 .39(38,t,J=6.88z), 3.14-3.26(48,m), 3.47(28,t,J=6.08z), 3.84 
(38,s),4.11(28,q,J=6.88z), 4.20(28,q,J=6.88z), 4.79(28,s), 5.61 (28,s), 7.33(1 8,s), 7.55(18,s), 7.60(1 8,s), 9.10(1 8, 
brs), 9.57(1 8,brs). 

Example 1071 

6-(2-{3-fert-Butyl-5-[ethyl-(2-hydroxyet^^ 

pyrrolo[3,4-b]pyridirie-2-carboxylic acid methylamide hydrochloride 
[1980] 1 8-NMR(DMSO-d6)S: 

0.96(38,t,J=6.88z), 1 .36(38,t,J=6.88z), 1 .36(98,s), 2.78(38,d,J=4.08z), 3.1 4-3.28(48,m), 3.30-3. 64(28,m), 3.84(38, 
s), 4.24(28,q,J=6.88z), 4.88(28,s), 5.56(28,s), 7.53(1 8,s), 7.55(1 8,s), 8.00(1 8,s), 8.55(1 8,q,J=4.08z), 9.49(1 8,brs), 
9.96(1 8,brs). 

Example 1072 

2- {2-[3-te^Butyl-5-(4-hydroxy-4-methyl-pi^ 

2,3-dihydro-18-isoindole-5-carboxylic acid methylamide hydrobromide 
[1 981 ] 1 8-NM R(DMSO-d6)S: 

1.18(38,s), 1.36(98,s), 1 .41 (38,t,J=6.88z), 1 .57-1 .76(48,m), 2.82(38,d,J=4.88z), 2.90-3.07(48,m), 3.93(38,s), 
4.16-4.37(38,m), 4.83(28,s), 5.48(28,s), 7.53(18,s), 7.55(18,s), 7.56(18,s), 8.10-8.26(1 8,m), 8.55(18,s). 

Example 1073 

2-{2-[3-fe/t-Butyl-5-(4-hydroxy-4-methyl-piperidin-1-yl)-4-methoxy-phenyl]-2-oxo-ethyl}-6-dimethylamino-3-imino- 
2,3-dihydro-18-isoindole-5-carboxylic acid methylamide hydrobromide 

[1 982] 1 8-NM R(DMSO-d6)S: 

1.18(38,s), 1.35(98,s), 1 .57-1 .76(48,m), 2.77(38,d,J=4.48z), 2.91 (68,s), 2.94-3. 07(48,m), 3.93(38,s), 4.30(1 8,s), 
4.73(28,s), 5.44(28,s), 7.15(18,s), 7.54(18,s), 7.56(18,s), 8.06(18,s), 8.28-8.42(1 8,m), 8.80-8.98(1 8,m), 9.38-9.60 
(18,m). 

Example 1074 

6-{2-[3-/erf-Butyl-5-(4-hydroxy-4-methyl-piperidin-1-yl)-4-methoxy-phenyl]-2-oxo-ethyl}-3-ethoxy-7-imino- 
6,7-dihydro-58-pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide trifluoroacetate 

[1 983] 1 8-NM R(DMSO-d6)5: 

1.18(38,s), 1.30-1.44(128,m), 1 .58-1 .76(48,m), 2.77(38,d,J=4.88z), 2.91-3.08(48,m), 3.93(38,s), 4.13-4.40(38,m), 
4.87(28,s), 5.52(28,s), 7.54(18,s), 7.56(18,s), 7.99(18,s), 8.42-8.60(1 8,m), 9.31-9.44(1 8,m), 9.88-10.02(1 8,m). 
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Example 1075 

2-te/t-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1-imino-^ 
methanesulfonate hydrobromide 

[1 984] 1 H-NM R(DMSO-d6)5: 

1.29(3^=7.0^), 1.40(3H,t,J=7.0Hz), 1.45(9H,s), 2.95(4H,brs), 3.79(4H,brs), 3.84(3H,s), 4.121 (2H,q,J=7.0Hz), 
4.21(2H,q,J=7.0Hz), 4.80(2H,s), 5.51 (2H,s), 7.34(1 H,s), 7.72(1 H,d,J=2.0Hz), 7.83(1 H,d,J=2.0Hz). 
MS:m/e(ESI)592.3(MH+) 

Example 1076 

2-terf-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl' 1,3-dihydro-isoindol-2-yl)-acetyl]-6HTiorpholino-phenyl 
methanesulfonate hydrobromide 

[1985] 1H-NMR(DMSO-d6)5: 

1.42(3H,t,J=7.0Hz), 1.45(9H,s), 2.82(3H,d,J=4.6Hz), 2.95(4H,brs), 3.78(4H,brs), 3.85(3H,s), 4.23(2H > q,J=7.0Hz) l 
4.86(2H,s), 5.53(2H,s), 7.55(1 H,s), 7.73(1 H,d,J=2.0Hz) ) 7.84(1 H,d,J=2.0Hz), 8.21(1 H,q,J=4.6Hz), 8.56(1 H,s). 
MS:m/e(ESI)587.3(MH+) 

Example 1077 

1 -[3-tert-Butyl-5-(4-methanesulfonyl-piperazin-1 -yl)-4-methoxy-phenyl]-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro- 
isoindol-2-yl)-ethanone hydrobromide 

[1 986] 1 H-NM R(DMSO-d6)5: 

1.29(3H,t,J=7.0Hz), 1.37(9H,s), 1 .39(3H,t,J=7.0Hz), 2.95(3H,s), 3.09(4H,brs), 3.28(4H,brs), 3.95(3H,s), 4.11 (2H,q, 
J=7.0Hz), 4.21(2H,q,J=7.0Hz), 4.78(2H,brs), 5.45(2H,brs), 7.32(1 H,s), 7.53(1 H,s), 7.62(1 H,s). 
MS:m/e(ESI)605.3(MH+) 

Example 1078 

2-[2-(3-tertButyl-4-methoxy-5-morpholino-pheny^ 
5-carboxylic acid methylamide hydrobromide 

[1 987] 1 H-NM R(DMSO-d6)5: 

1.37(9H,s), 1.41(3H,t,J=7.0Hz), 2.82(3H,d,J=4.0Hz), 2.95(3H,s), 3.09(4H,brs), 3.1 8(4H,brs), 3.95(3H,s) } 4.27(2H,q, 
J=7.0Hz), 4.83(2H,s), 5.48(2H,s), 7.53(1 H,s), 7.63(1 H,s), 8.20(1 H,q,J=4.0Hz), 8.54(1 H,s). 
MS:m/e(ESI)600.3(MH+) 

Example 1079 

e-Ethoxy-S-imino^-^^S-isopropyt^'methoxy-S-morpholino-phenyQ^'Oxo-ethyll^^-dihydro-IH-isoindole- 

5- carboxylic acid methylamide hydrobromide 

[1988] 1H-NMR(DMSO-d6)5: 

1 .20(6H,d,J=7.2Hz), 1 .41 (3H,t,J=6.8Hz), 2.81 (3,d,J=4.0Hz), 2.94-3.08(4H,m), 3.68-3.88(4H,m), 3.87(3H,s), 4.28(2H, 
q,J=6.8Hz), 4.85(2H,s), 5.49(2H,s), 7.39(1 H,s), 7.54(1 H,s), 7.59(1 H,s), 8.20(1 H,q,J=4.0Hz), 8.56(1 H,s). 

Example 1080 

6- Dimethylamino-3-tmino-2-[2-(3-isopropyl-4-mefo^ 
5-carboxylic acid methylamide hydrobromide 

[1 989] 1 H-NM R(DMSO-d6)S: 

1 .20(6H,d,J=6.4Hz), 2.77(3H,d,J=4.4Hz), 2.91 (6H,s), 2.90-3.1 0(5H,m), 3.68-3. 92(4H,m), 3.87(3H,s), 4.74(2H,s), 5.45 
(2H,s), 7.15(2H,s), 7.39(1 H,s), 7.58(1 H,s), 8.07(1 H,s), 8.37(1 H p q,J=4.4Hz), 8.95(1 H.brs), 9.54(1 H.brs). 
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Example 1081 

ey-dihydro-SH-pyrrolofl^-blpyridine^-carboxylic acid methylamide trifluoroacetate 
[1 990] 1 H-NM R(DMSO-d6)S: 

1 .36(3H,t,J=6.8Hz), 1 .37(9H,s), 2.77(3H,d, J=4.8Hz), 2.87-2.98(2H,m), 3.50-3.59(2H,m), 3.61 (3H,s), 4.33-4.43(2H,m), 
4.24(2H,q,J=6.8Hz), 4.87(2H,s), 5.40-5.62(2H,m), 7.29(1 H,s), 7.38(1 H,s), 7.99(1 H,s), 8.45-8.62(1 H,m), 9.37(1 H,brs), 
9.94(1 H.brs). 

Example 1082 

2-fert-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1-imm^ 
2,2-dimethylpropionate hydrobromide 

[1991] 1H-NMR(DMSO-d6)S: 

1.14(9H,S), 1.29(3H,t,J=7.0Hz), 1.36(9H,S), 1 .38-1 ,42(6H,m), 4.08-4.24(6H,m), 4.79(2H,s), 5.47(2H,s), 5.88(2H,s), 

7.33(1 H,s), 7.52(1 H,s), 7.54(1 H,s). 

MS:m/e(ESI)587.4(MH+) 

Example 1083 

2-tert-Butyl-6-ethoxy-4-[2-(5-ethoxy-1-imino-6-mefo^ 
2,2-dimethylpropionate hydrobromide 

[1992] 1 H-NMR(DMSO-d6)5: 

1 .15(9H,S), 1 .36(9H,S), 1 .39-1 .43(6H,m) ) 2.82(3H,d,J=4.4Hz), 4.14(2H,q,J=7.0Hz), 4.28(2H,q,J=7.0Hz), 4.83(2H,s), 
5.47(2H,s), 5.88(2H,s), 7.53(1 H,s) ! 7.54(1 H,s), 7.55(1 H,s), 8.20(1 H,q,J=4.4Hz), 8.54(1 H,s). 
MS:m/e(ESI)582.4(MH+) 

Example 1 084 

(4-{3-tert-Butyl-5-[2-(5,6-diethoxy-7-fluoro-1-^ 
1 -yl)-acetonitrile hydrobromide 

[1993] 1H-NMR(DMSO-d6)5: 

1.29(3H,t,J=7.0Hz), 1.37(9H,s), 1 .40(3H.t,J=7.0Hz), 2.71 (4H,brs), 3.06(4H,brs), 3.83(2H,s), 3.94(3H,s), 4.11(2H,q, 
J=7.0Hz), 4.21(2H,q,J=7.0Hz), 4.79(2H,s), 5.48(2H,s), 7.34(1 H,s), 7.50(1 H,d,J=2.0Hz), 7.59(1 H,d,J=2.0Hz), 9.05 
(1Hbrs), 9.27(1 H,brs). 
MS:m/e(ESI)566.3(MH+) 

Example 1085 

2-{2-[3-fe^Butyl-5-(4-cyanomethylpiperazin-1-yl)-4-methoxy-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2,3-dihydro-1H- 
isoindole-5-carboxylic acid methylamide dihydrochloride 

[1 994] 1 H -NM R(DMSO-d6)5: 

1.37(9H,s), 1.41(3H,t,J=7.0Hz), 2.71 (4H,brs), 2.82(3H,d,J=4.8Hz), 3.05(4H > brs), 3.82(2H,s), 3.94(3H,s), 4.27(2H,q l 
J=7.0Hz), 4.82(2H,s), 5.46(2H,s), 7.51 (1H,s), 7.53(1 H,s), 7.60(1 H,s), 8.20(1 H,q t J=4.8Hz), 8.54(1 H,s). 
MS:m/e(ESI)561 .4(MH+) 

Example 1086 

{3-terf-Butyl-5-[2-(5,6-diethoxy-7-fluoro-1-imino^^ 
acid hydrochloride 

[1995] 1H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=7.0Hz), 1 .38(9H,s), 1 .40(3H J t,J=7.0Hz), 3.76(3H,s), 3.92(2H,s), 4.1 1 (2H,q,J=7.0Hz), 4.21 (2H,q,J=7.0Hz) ( 
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4.78(2H,s), 5.43(2H,s), 6.99(1 H,s), 7.25(1 H,s), 7.33(1 H,s) t 9.01(1Hbrs), 9.30(1 H.brs). 
MS:m/e(ESI)516.3(MH+) 

Example 1087 

2-(2-{3-tert-Butyl-5-[(2-hydroxyethyl)-meth^^ 

2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide dihydrochloride 
[1996] 1 H-NMR(DMSO-d6)5: 

1 .36(9H,s), 2.75(3H,d J J=4.0Hz) l 2.81 (3H,s), 2.91 (6H,s), 3.1 7(2H,t,J=5.6Hz), 3.52(2H,t l J=5.4Hz), 4.73(2H,s), 5.52(2H, 
s), 7.15(1H,s), 7.53(1H,s), 8.10(1H,s), 8.38(1 H,q,J=4.0Hz), 9.1 7(1 H.brs), 9.65(1 H.brs). 

Example 1088 

2-(2-{3-tert-Butyl-5-[(3-hydroxypropyl)-methylami^ 

1 H-isoindole-5-carboxylic acid methylamide dihydrochloride 

[1997] 1 H-NMR(DMSO-d6)8: 

1 .35(9H,s), 1 .39(3H,t,J=6.8Hz), 1 .60(2H,t,J=6.4Hz), 2.73(3H,s), 2. 81 (3H, d, J=4.8Hz), 3.13(2H, t, J=6.4Hz) s 3.37(2H, 
t,J=6.4Hz), 3. 81 (3H, s) , 4.26(2H,q,J=6.8Hz), 4.83(2H,s), 5.49(2H,s), 7.50(2H,s), 7.53(1 H,s), 8.22(1 H,q,J=4.8Hz) t 
8.52(1 H,s), 9.25(1 H.brs), 9.89(1 H.brs). 

Example 1089 

1^3-ferf-Butyl-5-[(3-hydroxypropyl)-methylamino]-4-methoxy-phenyl}-2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro- 
isoindol-2-yl)-ethanone dihydrochloride 

[1998] 1 H-NMR(DMSO-d6)5: 

1.28(3H,t,J=6.8Hz), 1.36(9H,s), 1 .39(3H,t,J=6.8Hz), 1 .61 (2H,t,J=6.4Hz), 2.75(3H,s), 3.14(2H,t,J=6.4Hz) l 3.38(2H,t, 
J=6.4Hz), 3.82(3H,s), 4.11 (2H,q,J=6.8Hz), 4.20(2H,q,J=6.8Hz), 4.79(2H,s), 5.55(2H,s), 7.33(1H,s), 7.51(1H,s), 7.54 
(1H,s), 9.08(1 H.brs), 9.45(1 H,brs). 

Example 1090 

2-{2-[3-te^Butyl-5-(3-hydroxypropylamino)-4-metho^ 
isoindole-5-carboxylic acid methylamide dihydrochloride 

[1999] 1H-NMR(DMSO-d6)S: 

1.36(9H,s), 1.41(3H,t,J=6.8Hz), 1 .77(2H,t,J=6.0Hz) l 2.81 (3H,d,J=4.4Hz), 3.19(2H,t,J=6.4Hz), 3.40-3.66(2H,m), 3.73 
(3H,s), 4.26(2H,q,J=6.8Hz), 4.83(2H,s) 1 5.53(2H,s), 7.1 3(1 H,s), 7.23(1 H,s), 7.52(1 H,s), 8.20(1 H I q,J=4.4Hz) l 8.56(1 H, 
s), 9.36(1 H.brs), 9.91(1 H.brs). 

Example 1091 

1 -[3-ferNButyl-5-(3-hydroxypropylamino)-4-methoxyphen^^^ 
2-yl)-ethanone dihydrochloride 

[2000] 1 H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=6.8Hz), 1 .36(9H,s), 1 .39(3H,t,J=6.8Hz), 1 .77(2H,t,J=6.4Hz) l 3.07-3.24(2H ) m), 3.45-3.60(2H,m), 3.73(3H, 
S), 4.1 1{2H l q l J=6.8Hz) l 4.22(2H,q,J=6.8Hz), 4.60(1 H.t.^.OHz), 4.78(2H,s), 5.37(1 H I t,J=4.0Hz), 5.47(2H,s), 7.10(1 H, 
s), 7.22(1 H,s), 7.33(1 H,s), 9.03(1 H.brs), 9.32(1 H.brs). 

Example 1 092 

242-[3-rerf-Butyl-5-(2-methanesulfonylaminoethylamino)-4-methoxy-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino- 
2 > 3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrochloride 

[2001] 1 H-NMR(DMSO-d6)5: 
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1.35-1 .42(1 2H.m), 2.81(3H,d,J=5Hz), 2.91(3H,s), 3.15-3.30(4^), 3.73(3H,s), 4.27(2H,q,J=7Hz) > 4.84(2H,s), 5.53 
(2H,s), 7.18(1H,brs), 7.26(1 H,brs), 7.53(1 H,s) ( 8.20(1 H I q,J=5Hz), 8.56(1 H,s), 9.36(1 H.brs), 9.91(1H,brs). 

Example 1093 

N-(2-{3-tert-Butyl-5-[2-(5,6-diethoxy-7-fluoro-^^ phenylamino}- 
ethyl)-methanesulfonamide hydrochloride 

[2002] 1 H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=7Hz), 1 .35-1 .42(1 2H,m), 2.91 (3H, s), 3.15-3.30(4H,m) J 3.73(3H,s), 4.1 1 (2H,q,J=7Hz), 4.21 (2H,q,J=7Hz), 
4.79(2H,s), 5.50(2H,s), 7.17(1 H.brs), 7.25(1 H.brs), 7.27-7.35(2H,m), 9.07(1 H,brs), 9.41(1 H.brs). 

Example 1094 

{3-ferf-Butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 .S-dihydro-isoindol^-yQ-acetyll^-methoxy-phenylamino}- 
acetlc acid dihydrochloride 

[2003] 1 H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.41(3H,t,J=7.0Hz), 2.83(3H,d,J=4.6Hz), 3.76(3H,s), 3.93(2H,s), 4.28(2H,q,J=7.0Hz), 4.83(2H,s), 5.45 
(2H,s), 7.00(1 H,d,J=2.0Hz), 7.27(1 H,d,J=2.0Hz), 7.53(1 H,s), 8.21 (1 H,q,J=4.6Hz), 8.55(1 H,s), 9.21 (1 H,brd,J=5.2Hz), 
9.83(1 H,brd,J=6.4Hz) 
MS:m/e(ESI)511.3(MH+) 

Example 1095 

2-{2-[3-tert-ButyM-methoxy-5-(2-methoxy^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[2004] 1H-NMR(DMSO-d6)5: 

1.36(9H,s) l 1.4.1(3H,t,J=7.2Hz), 2.82(3H,d,J=4.0Hz), 3.20-3.50(2H,m), 3.28(3H,s), 3.55(2H,t,J=6.0Hz), 3.72(3H,s), 
4.27(2H,q,J=7.2Hz), 4.84(2H,s), 5.22(1 H i t,J=6.0Hz), 5.47(2H,s), 7.17(1H,s), 7.25(1 H,s), 7.54(1 H,s), 8.20(1 H,q, 
J=4.0Hz), 8.55(1 H,s), 9.18(1 H.brs), 9.82(1 H.brs). 
MS:m/e(ESI)511.3(MH+) 

Example 1096 

1- [3-ferf-Butyl-4-methoxy-5-(2-methoxy-ethylamino)-phenyl]-2-(5 ) 6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol- 

2- yl)-ethanone hydrobromide 

[2005] 1H-NMR(DMSO-d6)5: 

1.29(3H,t ) J=7.2Hz), 1.36(9H,s), 1 .40(3H,t,J=7.2Hz), 3.25-3.41 (2H,m), 3.54(2H,d,J=5.6Hz), 3.72(3H,s), 4.10(2H,q, 
J=7.2Hz), 4.20(2H,q,J=7.2Hz), 4.79(2H,S), 5.22(1 H,t,J=4.0Hz), 5.46(s,2H), 7.15(1 H,s), 7.24(1 H,s), 7.33(s,1H). 
MS:m/e(ESI)516.3(MH+) 

Example 1097 

2-(2-^3-fe^^Butyl-5-[(2-hydroxyethyl)-(2-methoxyethyl)-amino]-4-methoxy-phenyl}-2-oxo-ethyl)-6-ethoxy-3-imi^o- 
2 > 3-dihydro-1H-isoindole-5-carboxylic acid methylamide dihydrochloride 

[2006] 1H-NMR(DMSO-d6)5: 

1.36(9H,s), 1.41(3H,t,J=7.2Hz), 2.81 (3H ( d,J=4.4Hz), 3.15(3H,s), 3.28(2H,t,J=6.0Hz), 3.26-3.64(6H,m), 3.82(3H,s), 
4.27(3H,q,J=7.2Hz), 4.84(2H,s), 5.54(2H,s), 7.51 (1 H,s), 7.52(1 H,s), 7.60(1 H ,s), 8.21 (1 H,q,J=4.4Hz), 8.56(1 H,s), 9.36 
(1H,s), 9.92(1 H.s). 
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Example 1098 

1-{3-tertButyl-5-r(2-hydroxyethyl)-(2-methoxyethyQ^^ 
1 t 3-dihydro-isoindol-2-yl)-ethanone dihydrochloride 

[2007] 1H-NMR(DMSO-d6)5: 

1.29(3H,t,J=7.2Hz), 1.36(9H,s), 1 .39(3H,t,J=7.2Hz), 3.15(3H,s), 3.28(2H,t,J=6.0Hz), 3.20-3.78(4^01), 3.46(2H,t, 
J=6.0Hz), 3.82(3H,s), 4.12(2H,q,J=7.2Hz), 4.21(2H,q,J=7.2Hz), 4.79(2H,s), 5.51(2H,s), 7.33(1H,s), 7.51(1H,s), 7.58 
(1H,s), 9.06(1 H.brs), 9.39(1 H,brs). 

Example 1099 

1- [3-tert-Butyl-4-methoxy-5-(2-moro^ 
isoindol-2-yl)-ethanone hydrobromide 

[2008] 1H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=7.0Hz), 1.38(9H,s), 1 .40(3H,t,J=7.0Hz), 3.44-3.62(8H,m), 3.97(3H,s), 4.11 (2H,q,J=7.0Hz), 4.21 (2H,q, 
J=7.0Hz), 4.78(2H,s), 5.02(2H,s), 5.45(2H,s), 7.33(1 H,s), 7.44(1 H,d,J=2.0Hz), 7.53(1 H,d,J=2.0Hz). 
MS:m/e(ESI)586.3(MH+) 

Example 1100 

2- {2-[3-tert-Butyl-9-methoxy-5-(2-morpholino-^^ H- 
isoindole-5-carboxylic acid methylamide hydrobromide 

[2009] 1 H-NMR(DMSO-d6)S: 

1.38(9H,s), 1.42(3H,t,J=7.0Hz), 2.82(3H ) d,J=4.6Hz) J 3.44-3.62(8H,m), 3.97(3H,s), 4.28(2H,q,J=7.0Hz), 4.84(2H,s), 

5.02(2H,s), 5.47(2H,s), 7.45(1 H,s), 7.54(2H,s) J 8.20(1 H,q,J=4.6Hz) f 8.55(1 H,s). 

MS:m/e(ESI)581.3(MH+) 

Example 1101 

1- [3-te^Butyl-5-((3R,4R)-3-hydroxy-4-met 

1 ,3-dihydro-isoindol-2-yl)-ethanone trifluoroacetate 

[2010] 1 H-NMR(DMSO-d6)5: 

1.29(3H,t,J=7.2Hz), 1.37(9H,s), 1 .39(3H,t,J=7.2Hz), 2.91-2.99(1 H,m), 3.03-3.12(1 H,m), 3.30(3H,s), 3.40-3.58(2H,m), 
3.63(3H,s), 3.71 -3.79(1 H,m), 4. 1 0(2H ) q,J=7.2Hz) l 4.1 0-4.30(3H,m), 4.78 (2H, s), 5.25(1 H.brs), 5.38-5.60(2H,m) ) 7.30 
(1H,s), 7.33(1H,s), 7.41 (1H,s), 8.99-9.12(1 H,m), 9.20-9.40(1 H,m). 
MS:m/e(ESI)558.3(MH+) 

Example 1102 

2- [2-(3-re^Butyl-5-cyclopropylamino-4-methoxyphenyl)-2-oxo-ethyl1-6-ethoxy-3-imino-2,3-dihydro-1H-isoin 
5-carboxylic acid methylamide hydrobromide 

[2011] 1H-NMR(DMSO-d6)6: 

0.48-0.58(2H,m), 0.72(2H,m), 1 .37(9H,s), 1 .41 (3H,t,J=7.2Hz), 2.34-2.38(1 H,m), 2.82(3H,d,J=4.4Hz), 3.66(3H,s), 4.28 
(2H,q,J=7.2Hz), 4.85(2H,s), 5.48(2H f s), 5.83(1 H,s), 7.28(1 H,d, J=2.0Hz), 7.47(1 H,d,J=2.0Hz), 7.54(1 H,s), 8.20(1 H,d, 
J=4.4Hz), 8.55(1 H,s), 9.1 8(1 H.brs), 9.83(1 H.brs). 
MS:m/e(ESI)493.3(MH+) 

Example 1103 

1-(3-te/t-Butyl-5-cyclopropylamino-4-methoxy-phenyl)-2-(5 > 6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[201 2] 1 H-NM R(DMSO-d6)5: 
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0.47-0.54(2H,m), 0.72-0.80(2H,m), 1 .29{3H 1 t,J=7.2Hz), 1.36(9H,s), 1 .40(3H,t > J=7.2Hz) l 2.32-2.38(1 H.m), 3.66(3H,s), 
4.11(2H,q l J=7.2Hz), 4.21(2H,q,J=7.2Hz), 4.79(2H 1 s), 5.46(2H,s), 5.82(1H,s), 7.27(1H,s), 7.33(1H,s), 7.46(1H,s). 
MS:m/e(ESI)498.3(MH+) 

Example 1104 

2-[2-(3-tert-Butyl-5-cyclopentylamino-4-methoxyp 
5-carboxylic acid methylamide hydrobromide 

[201 3] 1 H-NM R(DMSO-d6)5: 

1.36(9H,s), 1.42(3H,t,J=7.2Hz), 1.40-1 .eStBH.m), 1.86-2.02(2H,m), 2.82(3H,d,J=4.8Hz), 3.71 (3H,s), 3.62-3.82(1 H,s), 
4.27(2H j q,J=7.2Hz), 4.84(2H,s), 5.05(1 H,d,J=6.4Hz), 5.47(2H,s), 7.14(1 H,d,J=2.0Hz) l 7.23(1 H,d,J=2.0Hz), 7.54(1H t 
s), 8.21(^^=4.8^), 8.55(1 H,s), 9.17(1H,brs), 9.82(1 H.brs). 
MS:m/e(ESI)521 .3(MH+) 

Example 1105 

1-(3-te/t-Butyl-5-cyclopentylamino-4-methoxy-phenyl)-2-(5,6-diethoxy-7-fluoro-1-imino-1,3-dihydro-te 
ethanone hydrobromide 

[2014] 1H-NMR(DMSO-d6)5: 

1.29(3H,t,J=7.2Hz), 1.36(9H,s), 1 .40(3H,t,J=7.2Hz), 1.48-1 .76(6H,m), 1.90-2.02(2H,m), 3.71 (3H,s), 3.72-3.84(1 H.m), 
4.11(2H,q > J=7.2Hz), 4.21 (2H,q,J=7.2Hz), 4.78(2H,s), 5.04(1 H,d,J=6.4Hz), 5.45(2H,s), 7.13(1 H,d 1 J=2.0Hz), 7.22(1H, 
J=2.0Hz), 7.32(1 H,S). 

Example 1106 

1- (3-Amino-5-terf-butyl-4-methoxy-phenyl)-2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-ethanone 
hydrobromide 

[201 5] 1 H-NM R(DMSO-d6)5: 

1 .38(3H,t,J=7.2Hz), 1 .43(9H,s), 1 .50(3H,t,J=7.2Hz), 3.85(3H,s), 4.17(2H,q,J=7.2Hz), 4.24(2H,q,J=7.2Hz), 4.82(2H,s), 

5.39(2H,s), 7.19(1H,s) f 7.44(1 H,d,J=2.0Hz), 7.48(1 H,d,J=2.0Hz). 

MS:m/e(ESI)458.2(MH+) 

Example 1107 

1 -(3-terf-Butyl-4-methoxy-5-nitro-phenyl)-2-(5 > 6-diethoxy-7-fluoro-1-imino-1,3-dihydro-isoindo^ 
hydrobromide 

[201 6] 1 H-NM R(DMSO-d6)6: 

1.29(3H,t,J=7.6Hz), 1.40(12H,s and t,J=7.6Hz), 3.84 (3H, s), 4.11 (2H,q > J=7.6Hz), 4.21(2H,q,J=7.6Hz), 4.81 (2H,s), 

5.49(2H,s) t 7.32(1 H,s), 8.07(1 H,d,J=2.0Hz), 8.39(1 H,d,J=2.0Hz). 

MS:m/e(ESI)488.2(MH+) 

Example 1108 

2- [2-(3-tert-Butyl-5-isopropytamino-4-methoxy-phe^^ 
5-carboxylic acid methylamide hydrobromide 

[2017] 1 H-NMR(DMSO-d6)5: 

1.19(6H,d,J=6.0Hz), 1 .36(9H,s), 1 .41 (3H,t,J=7.2Hz), 2.82(3H,d,J=4.4Hz), 3.60-3.78(1 H,m), 3.71 (3H,s), 4.28(2H,q, 
J=7.2Hz), 4.83(2H l s), 4.90(1 H,d,J=6.0Hz), 5.46(2H,s), 7.14(1H,s) f 7.22(1 H,s), 7.53(1 H,s), 8.20(1 H,d,J=4.4Hz), 8.55 
(1H,s). 
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Example 1109 

1- (3-tert-Butyl-5-isopropylamino-4-m 
ethanone hydrobromide 

[2018] 1H-NMR(DMSO-d6)5: 

1.19(6H,d,J=6.4Hz), 1 .29(3H,t,J=7.2Hz), 1.36(9H,s), 1 .40(3H,t,J=7.2Hz), 3.60-3.76(1 H,m), 3.71(3H,s), 4.11(2H,q, 
J=7.2Hz), 4.21(2H,q,J=7.2Hz), 4.78(2H,s), 4.89(1 H.d.^S^Hz), 5.46(2H,s), 7.13(1 H,s), 7.20(1 H,s), 7.33(1 H,s). 

Example 1110 

2- [2-(3-fert-Butyl-5-cyclobutylamino-4-methoxyph 
5-carboxylic acid methylamide hydrobromide 

[2019] 1H-NMR(DMSO-d6)5: 

1.36(9H,s), 1 .40(3H,t,J=7.2Hz) > 1 .64-1 .80(2H t m), 1 .87-2.02(2H,m), 2.28-2 .40(2H,m), 2.82(3H,d,J=6.4Hz), 3.73(3H, 
s), 3.84-3.98(1 H,m), 4.28(2H,q > J=7.2Hz) J 4.84(2H,s),5.46(2H,s),5.50(1 H,d,J=6 .0Hz),7.03(1 H,s), 7.24(1 H,s), 7.54(1 H, 
s), 8.20(1 H,d,J=6.4Hz), 8.55(1 H,s), 9.16(1H,brs), 9.81 (1 H.brs). 

Example 1111 

1- (3-tert-Butyl-5-cyclobutylamino-4-mefo^ 
ethanone hydrobromide 

[2020] 1H-NMR(DMSO-d6)5: 

1.29(3H,t,J=7.2Hz), 1.36(9H,s), 1 .40(3H,t,J=7.2Hz), 1.60-1 .78(2H,m), 1 .86-2.02(2H,m), 2.37-2.40(2H,m), 3.73(3H,s), 
3.86-3.97(1 H,m), 4.11 (2H,q,J=7.2Hz), 4.21 (2H,q ! J=7.2Hz) J 4.78(2H,s), 5.45(2H,s), 5.49(1 H,s,J=6.0Hz), 7.02(1 H,s), 
7.23(1 H,s), 7.33(1 H s s). 

Example 1112 

1 -[3-(4-Acetyl-piperazin-1 -yl)-5-te/t-butyl-4-methoxyphenyl]-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isolndol- 

2- yl)-ethanone hydrobromide 

[2021] 1H-NMR(DMSO-d6)8: 

1 .29(3H,t,J=7.0Hz), 1 .37(9H,s), 1 .40(3H,t,J=7.0Hz), 2.04(3H,s), 2.93(2H,brs), 2.99(2H,brs), 3.65(4H,brs), 3.96(3H,s), 
4.11(2H,q ) J=7.0Hz) l 4.21 (2H,q,J=7.0Hz), 4.79(2H,s), 5.47(2H,s), 7.34(1 H,s), 7.49(1 H,sz) t 7.61 (1 H,s), 9.05(1 Hbrs), 
9.27(1 H.brs). 
MS:m/e(ESI)569.4(MH+) 

Example 1113 

2-terf-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ^-dihydro-isoindol^-yQ-acetyll-e-ethoxy-phenyl 
isopropylcarbamate hydrobromide 

[2022] 1H-NMR(DMSO-d6)5: 

1.13(6H,d ( J=6.4Hz), 1.27-1 .34(1 5H,m), 1.40(3H,t,J=7.0Hz), 3.61-3.70(1 H,m), 4.07(2H,q,J=7.0Hz), 4.12(2H,q, 
J=7.0Hz), 4.21 (2H,q,J=7.0Hz), 4.81 (2H,s), 5.50(2H,s), 7.34(1 H,s), 7.50(1 H,d,J=2.0Hz), 7.55(1 H,d,J=2.0Hz), 7.78(1 H, 
d,J=8.0Hz), 9.07(1 H,brd,J=6. 8Hz), 9.33(1 H.brs). 
MS:m/e(ESI)558.3(MH+) 

Example 1114 

2-{2-[3-(4-Acetyl-piperazin-1-yl)-5-te^butyl-4-methoxy-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2 > 3-dihydro-1H- 
isoindole-5-carboxylic acid methylamide hydrobromide 

[2023] 1H-NMR(DMSO-d6)8: 

1.38(9H,s), 1.42(3H,t,J=7.0Hz), 2.04(3H,s), 2.83(3H,d,J=4.8Hz), 2.93(2H,brs), 3.00(2H,brs), 3.65 (4H,brs), 3.97 (3H, 
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s), 4.28(2H,q > J=7.0Hz), 4.84(2H,s), 5.48(2H,s), 7.51 (1H,d,J=2.0Hz), 7.54(1 H,s), 7.62(1 H,d,J=2.0Hz), 8.21 (1H,q, 

J=4.8Hz), 8.56(1 H,s). 

MS:m/e(ESI)564.3(MH+) 

Example 1115 

2-terf-Butyl-6-ethoxy-4-[2-(5-ethox^^ isopropyl- 
carbamate hydrobromide 

[2024] 1H-NMR(DMSO-d6)5: 

1.13(6H,d,J=6.4Hz), 1.31(3H,t,J=7.0Hz), 1.34(9H,s), 1 .42(3H,t,J=7.0Hz), 2.83(3H,d,J=4.6Hz), 3.61 -3.68(1 H,m), 4.07 
(2H,q,J=7.0Hz) t 4.28(2H,q,J=7.0Hz), 4.86(2H,s), 5.51 (2H,s), 7.51 (1 H,d,J=2.0Hz), 7.55(1 H,s), 7.57(1 H,d,J=2.0Hz), 
7.78(1 H,d,J=8.0Hz), 8.21(1H,q,J=4.6Hz), 8.56(1H,s), 9.21 (1 H.brs), 9.86(1H,brs). 
MS:m/e(ESI)553.3(MH+) 

Example 1116 

1- [3-te/t-Butyl-5-((3S,4S)-3-hydroxy-4-methoxypy^ 
1 ,3-dihydro-isoindol-2-yl)-ethanone trifluoroacetate 

[2025] 1 H-NMR(DMSO-d6)S: 

1 .29{3H,t,J=7.2Hz), 1 .37(9H,s), 1 .39(3H,t,J=7.2Hz), 2.91-2.99(1 H,m), 3.03-3.1 2(1 H.m), 3.30(3H,s), 3.40-3.58(2H,m), 
3.63(3H,s), 3.71 -3.79(1 H,m), 4.1 0(2H,q,J=7.2Hz), 4.10-4.30(3H,m), 4.78(2H,s), 5.38-5.60(2H,m), 7.30(1 H,s), 7.33 
(1H,s), 7.41 (1H,s), 8.99-9.1 2(1 H.m), 9.20-9.40(1 H,m). 
MS:m/e(ESI)558.3(MH+) 

Example 1117 

2- fert-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1-imin^^ dimethylcarbamate 
hydrobromide 

[2026] 1H-NMR(DMSO-d6)S: 

1 .29(6H ) t,J=7.0Hz) > 1 .34(9H,s), 1 .40(3H J t,J=7.0Hz), 2.92(3H,s), 3.09(3H,s), 4.08-4.24(6H,m), 4.80(2H,s), 5.50(2H,s), 

7.34(1 H,s), 7.51(1H,d,J=2.0Hz), 7.56(1 H,d,J=2.0Hz), 9.02(1 H.brs), 9.33(1 H.brs). 

MS:m/e(ESI)544.3(MH+) 

Example 1118 

1- [3-tert-Butyl-4-methoxy-5-(2-moipholino-2-^^ 
isoindol-2-yl)-ethanone hydrobromide 

[2027] 1H-NMR(DMSO-d6)6: 

1.29(3H,t,J=7.0Hz) J 1.38(9H,s), 1 .40(3H,t,J=7.0Hz), 3.47-3.63(8H t m), 3.77(3H,s), 4.02(2H,s), 4.11 (2H I q,J=7.0Hz), 
4.21(2H ) q J J=:7.0Hz), 4.79(2H,s), 5.44(2H,s), 7.13(1 H.d.^.OHz), 7.27(1 H,d,J=2.0Hz), 7.34(11-1,8), 9.13(1 H.brs), 9.31 
(1H,brs). 

MS:m/e(ESI)585.3(MH+) 
Example 1119 

2- terf-Butyl-6-ethoxy-4-[2-(5>ethoxy-1-imino-6-methylcamamoyl-1 ) 3-dihydro-isoindol-2-yl)-acetyl]-phenyl 
dimethylcarbamate hydrobromide 

[2028] 1H-NMR(DMSO-d6)5: 

1.29(3^=7.0^), 1.34(9H,s), 1 .42(3H,t,J=7.0Hz), 2.83(3H,d,J=5.0Hz), 2.93(3H,s), 3.10(3H,s), 3.94-4.02(1 H,m), 
4.12-4.20(1 H,m), 4.28(2H,q,J=7.0Hz), 4.86(2H,s), 5.53(2H,s), 7.52(1 H,d,J=2.0Hz), 7.55(1 H,s), 7.58(1 H,d,J=2.0Hz), 
8.21 (1 H.q.J^.OHz), 8.56(1 H,s), 9.22(1 H.brs), 9.86(1 H.brs). 
MS:m/e(ESI)539.3(MH+) 
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Example 1120 

2^2-[3-tert-Butyl^-methoxy-5-(2-m 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[2029] 1 H-NMR(DMSO-d6)S: 

1 .1 7(3H,d,J=6.4Hz), 1 .41 (3H,t,J=7.2Hz), 2.82(3H,d,J=4.2Hz), 3.27(3H,s), 3.37-3.48(2H,m), 3.71 (3H f s), 3.71 -3.85(1 H, 
m), 4.27(2H,q,J=7.2Hz) l 4.84(2H,s), 4.90(1 H,d,J=6.0Hz), 5.46(2H,s), 7.18(1H,s), 7.23(1H,s), 7.53(1H,s), 8.20(1H,s, 
J=4.2Hz), 8.55(1 H,s), 9.16(1H,brs), 9.81 (1H,s). 
MS:m/e(ESI)525.3(MH+) 

Example 1121 

1 -[3-te/t-Butyl-4-methoxy-5-(2-methoxy-1 -methylethylamino)-phenyl]-2-(5,6-diethoxy-7-fiuoro-1 -imino-1 ,3-dihydro- 
isoindol-2-yl)-ethanone hydrobromide 

[2030] 1 H-NMR(DMSO-d6)S: 

1.17(3H,d ( J=6.4Hz), 1.29(3H,t,J=7.2Hz), 1.36(9H,s), 1 .40(3H t t,J=7.2Hz), 3.28(3H,s), 3.37-3.48(2H,m), 3.71(3H,s), 
3.62-3.79(1 H,m), 4.11 (2H,q,J=7.2Hz), 4.21 (2H,q,J=7.2Hz), 4.79(2H,s), 4.90(1 H,d,J=6.0Hz), 5.46(2H,s), 7.17(1H,d, 
J=2.0Hz), 7.22(1 H,d,J=2.0Hz), 7.33(1 H,s), 9.03(1 H,brs), 9.28(1 H.brs). 

Example 1122 

2-{2-[3-ferf-Butyl^-methoxy-5-(tetrahydropyran-4-ylamino)-phenyl)-2-oxo-ethyl}-6 
isoindole-5-carboxylic acid methylamide hydrobromide 

[2031] 1 H-NMR(DMSO-d6)8: 

1 .37(9H,s), 1 .41 (3H,t,J=7.2Hz), 1 .57-1 .72(2H,m), 2.08-2.21 (2H,m), 2.55-2.90(5H,m), 3.72(3H,s) ) 4.29(2H,q,J=7.2Hz), 
4.84(2H ! s), 5.11(1H,d,J=6.0Hz) > 5.46(2H,s), 7.14(1 H,d,J=2.0Hz), 7.22(1 H,d,J=2.0Hz), 7.53(1H,s), 8.20(1H,q, 
J=4.2Hz), 8.55(1H,s), 9.16(1H,s), 9.82(1H,s). 
MS:m/e(ESI)553.3(MH+) 

Example 1123 

1 -[S-te/t-Butyl-A-methoxy-S-ttetrahydropyran^-ylaminoj-phenyn^-tS^-diethoxy^-fluoro-l -imino-1 ,3- dihydro- 
isoindol-2-yl)-ethanone hydrobromide 

[2032] 1H-NMR (DMSO-d6) 5: 

1 .29(3H,t,J-7.2Hz), 1 .36(9h,s), 1 .40(3H,t,J=7.2Hz), 1 .58-1 .77(2H,m), 2.08-2.20(2H,m), 2.50-2.81 (5H,m), 3.72(s,3H), 
4.11(2H,q,J=7.2Hz), 4.21 (2H,q ( J=7.2Hz), 4.78(2H,s), 5.1 0(1 H,d,J=6.0Hz), 5.43(2H t s), 7.13(1H,s), 7.21(1^8), 7.33 
(1H,s). 

MS:m/e(ESI)558.3(MH+) 
Example 1124 

1-(3-terf-Butyl-5-isobutylamino-4-methoxy-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[2033] 1H-NMR(DMSO-d6)5: 

0.94(6H,d,J=6.8Hz), 1 .29(3H,t,J=7.0Hz), 1 .37(9H,s), 1 .40(3H,t,J=7.0Hz), 1 .93-2.00(1 H,m), 2.90-2. 93(2H,m) t 3.75(3H, 
s), 4.11 (2H l q,J=7.0Hz), 4.21 (2H,q,J=7.0Hz), 4.79(2H,s), 5.38(1 H,brs), 5.48(2H,s), 7.06(1 H,s), 7.20(1 H,s), 7.33(1 H,s), 
9.05(1 H.brs), 9.29(1 H.brs). 
MS:m/e(ESI)514.3(MH+) 
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Example 1125 

2-[2-(3-tert-Butyl-5-isobutylamino-4-^ 
5-carboxylic acid methylamide hydrobromide 

[2034] 1 H-NM R(DMSO-d6)8: 

0.94(6H,d,J=6.8Hz), 1.37(9H,s), 1 .42(3H,t,J=7.0Hz), 1 .93-2.00(1 H,m), 2.82(3H,d,J=4.8Hz), 2.91-2.93(2H,m), 3.75 
(3H,s), 4.28(2H,q,J=7.0Hz), 4.84(2H,s), 5.38(1 rUJ=6.0Hz), 5.46(2H,s), 7.07(1 H.d^.OHz), 7.22(1 H,d,J=2.0Hz), 
7.54(1H,s), 8.21(1H,q,J=4.8Hz), 8.56(1H,s), 9.15(1H,d,J=5.8Hz), 9.82(1 H.d.J^.SHz). 
MS:m/e(ESI)509.3(MH+) 

Example 1126 

2-[2-(3-tertButyl-5-isobutylamino-4-methoxy-phe^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[2035] 1H-NMR(DMSO-d6)5: 

0.94(6H,d,J-6.8Hz) l 1 .37(9H,s), 1 .93-2.00(1 H,m), 2.78(3H,d,J=4.6Hz), 2.92(8H,brs), 3.75(3H,s), 4.73(2H,s), 5.37(1 H, 
t,J=5.6Hz), 5.42(2H,s), 7.07(1H,s), 7.15(1H,s), 7.21(1H,s), 8.07(1H,s), 8.37(1 H,q,J=4.6Hz), 8.91 (1 H.brs), 9.51(1H, 
brs). 

MS:m/e(ESI)508.3(MH+) 
Example 1127 

1- [3-te/t-Butyl-5-((3S,4S)-3,4-dimethoxy-pyrro^^ 
1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 

[2036] 1 H-NMR(DMSO-d6) 5: 

1.28(3H s t,J=7.2Hz), 1.37(9H,s), 1 .39(3H,t,J=7.2Hz), 3.03-3.1 6(2H,m), 3.29(6H,s), 3.36-3.52(2H,m), 3.64(3H,s), 3.91 
(2H,brs), 4.11(2H J q,J=7.2Hz), 4.21(2H,q,J=7.2Hz), 4.78(2H,s), 5.36-5. 62(2H,m), 7.33(2H,s), 7.44(1 H,s), 8.95-9.35 
(2H,m). 

MS:m/e(ESI)572.4(MH+) 
Example 1128 

2- {2-[3-tert-Butyl-5-((3S 1 4S)-3,4-dimethoxypyrrolidin-1-yl)-4-methoxy-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino- 
2,3-dihydro-1 H-isoindole-5-carboxylic acid methylamide hydrobromide 

[2037] 1 H-MMR(DMSO-d6)8: 

1 .37(9H,s), 1 .41 (3H,t,J=6.8Hz), 2.79-2.87(3H,m), 3.05-3. 15(2H,m), 3.29(6H,s), 3.38-3.52(2H,m), 3.64(3H,s), 3.91 (2H. 
brs), 4.27(2H,q,J=6.8Hz), 4.84(2H,s), 5.40-5.62(2H,m), 7.34(1 H,s), 7.46(1 H,s), 7.54(1 H,s), 8.1 3-8.30(1 H,m), 8.55(1 H, 
s), 9.05-9.22(1 H,m), 9.77-9.92(1 H,m). 
MS:m/e(ESI)567.3(MH+) 

Example 1129 

2-{2-[3-fe^Butyl-5-(2-cyano-ethylamino)-4-methoxyphenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole- 
5-carboxylic acid methylamide hydrobromide 

[2038] 1 H-NMR(DMSO-d6)5: 

1.33-1.42(12H,m) l 2.78-2.88(5H,m) l 3.45(2H > m), 3.75(3H ( s), 4.27(2H,q,J=7Hz), 4.84(2H,s), 5.47(2H,s), 5.74(1 H,m), 
7.16(1H,s), 7.28(1 H,s), 7.53(1 H,s), 8.20(1 H,q,J=5Hz), 8.55(1 H,s), 9.15(1H,brs), 9.83(1 H.brs). 
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Example 1130 

3- {3-tertButyl-5-[2-(5,6-diethoxy-7-fluoro-1-imino- 1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxyphenylamino}- 
propionitrile hydrobromide 

[2039] 1 H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=7Hz), 1 .33-1 .42(12H,m), 2.83(2H,t,J=6Hz), 3.45(2H,m), 3.75(3H,s), 4.1 1 (2H,q,J=7Hz), 4.21 (2H,q,J=7Hz), 
4.79(2H,s), 5.47(2H,s), 5.74(1 H,m), 7.15(1 H.brs), 7.27(1H,brs), 7.33(1H,brs) t 9.04(1 H.brs), 9.29(1H,brs). 

Example 1131 

2-[2-(3-tert-Butyl-4-methoxy-5-piperazi^ 
5-carboxylic acid methylamide dihydrochloride 

[2040] 1H-NMR(DMSO-d6)S: 

1.38(9H,s), 1.42(3H,t,J=7.0Hz), 2.82(3H,d,J=4.8Hz), 3.21 (4H,brs), 3.34(2H,m) 1 3.41 -3.48(1 H.m), 3.63-3.70(1 H,m), 
3.94(3H,s), 4.28(2H,q,J=7.0Hz), 4.84(2H,s), 5.57(2H,s), 7.51 (1H,s), 7.54(1 H,s), 7.65(1 H,s), 8.21 (1 H,q,J=4.8Hz), 8.56 
(1H,s), 9.12(1 H.brs), g.lSOH.brs), 9.32(1 H.brs), 9.90(1 H,brs). 
MS:m/e(ESI)522.3(MH+) 

Example 1132 

1 -[3-tert-Butyl-5-(4-isopropyl-piperazin-1 -yl)-4-methoxy-phenyl]-2-(5,6-diethoxy-7-f luoro-1 -imino-1 ,3-dihydro- 
iso?ndol-2-yl)-ethanone dihydrochloride 

[2041] 1 H-NM R(DMSO-d6)5: 

1.22-1. 38(21 H,m), 3.02-3.58(8H,m), 3.94(3H,s), 4.1 1 (2H,q,J=7.0Hz), 4.21 (2H,q,J=7.0Hz), 4.80(2H,s), 5.56(2H,s), 

7.34(1 H,s), 7.50(1 H,s), 7.64(1 H,s), 9.08(1 Hbrs), 9.43(1 H.brs). 

MS:m/e(ESI)569.4(MH+) 

Example 1133 

4- {3-fertButyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 > 3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl}-piperazine- 

1- carboxylic acid dimethylamide hydrobromide 

[2042] 1H-NMR(DMSO-d6)S: 

1.29(3H,t,J=7.0Hz). 1.37(9H,s), 1 .40(3H,t,J=7.0Hz) > 2.77(6H,s), 2.99(4H,brs), 3.37(4H,brs), 3.95(3H,s), 4.11(2H,q, 
J=7.0Hz), 4.21 (2H,q,J=7.0Hz), 4.79(2H,s), 5.48(2H,s) f 7.34(1 H,s), 7.52(1 H,s), 7.60(1 H,s), 9.05(1 Hbrs), 9.27(1 H.brs). 
MS:m/e(ESI)598.3(MH+) 

Example 1134 

2- {2-[3-rerf-Butyl-5-(4-dimethylcamamoyl-piperazin-1-yl)-4-methoxy-phenyl]-2-oxo-ethyl}-6-ethoxy-3^ 
2 > 3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[2043] 1 H-NMR(DMSO-d6)5: 

1.37(9H,s), 1.42(3H,t,J=7.0Hz), 2.77(6H,s), 2.83(3H,d,J=5.2Hz) I 3.00(4H,brs), 3.31 (4H,brs), 3.95(3H,s), 4.28(2H,q, 
J=7.0Hz), 4.84(2H,s), 5.49(2H,s), 7.53(1 H,s), 7.54(1 H.s), 7.61 (1 H,s), 8.21 (1 H,q,J=5.2Hz), 8.56(1 H,s). 
MS:m/e(ESI)593.4(MH+) 

Example 1135 

(4-{3-terT-Butyl-5-(2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl}-piperazin- 
1-yl)-acetic acid dihydrochloride 

[2044] 1H-NMR(DMSO-d6)6: 

1.29(3H,t,J=7.0Hz), 1.38(9H,s), 1 .40(3H,t,J=7.0Hz) l 3.10-3.69{10H,m), 3.93(3H,s), 4.12(2H ( q,J=7.0Hz) > 4.21(2H,q, 
J=7.0Hz), 4.22(2H,brs), 4.80(2H,s), 5.54(2H,s), 7.34(1 H.s), 7.49(1 H,s), 7.64(1 H,s), 9.1 0(1 H.brs), 9.40(1 H.brs). 
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MS:m/e(ESI)585.3(MH+) 
Example 1136 

2-{2-[3-te/t-Butyl-4-methoxy-5-(2-morpholinoethylami^^^ 
isoindole-5-cart)oxylic acid methylamide hydrobromide 

[2045] 1 H-NMR(DMSO-d6)S: 

1.33-1. 42(1 2H,m), 2.40-2.60(4H,m), 2.80-2.86(5H,m), 3.20-3.36(2H 1 m) ( 3.58(4H,m), 3.75(3H,s), 4.28(2H,q,J=7Hz), 
4.84(2H,s), 5.49(2H,s), 7.15(1H,brs), 7.25(1 H.brs), 7.54(1H,s), 8.21(1H,m), 8.56(1H,s). 

Example 1137 

1-[3-ferf-Butyl-4-methoxy-5-(2-morpholino-ethylamino)- phenyl]-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro- 
isoindo)-2-yl)-ethanone hydrobromide 

[2046] 1H-NMR(DMSO-d6)8: 

1 .29(3H,t,J=7Hz), 1.33-1. 42(1 2H,m) > 2.40-2.60(4H,m), 3.20-3.40(4H,m), 3.58(4H,m), 3.74(3H,s), 4.1 1 (2H,q,J=7Hz), 
4.21 (2H 1 q,J=7Hz), 4.79(2H,s), 5.48(2H,s), 7.14(1 H.brs), 7.24(1 H.brs), 7.34(1 H.brs). 

Example 1138 

1- {3-tertButyl-5-[4-(2-hydroxy-acetyl)-pi 

1 ^-dihydro-isoindol^-yQ-ethanone hydrobromide 

[2047] 1 H-NM R(DMSO-d6)5: 

1.29(3H,t,J=7.0Hz), 1.37(9H,s), 1 .40(3H l t,J=7.0Hz) 1 2.98(4H,brs), 3.57(2H,brs), 3.70(2H,brs), 3.96(3H,s), 4.11 (2H,q, 
J=7.0Hz), 4.12(2H,s), 4.21 (2H,q,J=7.0Hz) t 4.79(2H,s), 5.47(2H,s), 7.34(1 H,s), 7.49(1 H,d,J=2.0Hz), 7.61 (1H,d, 
J=2.0Hz), 9.05(1 H.brs), 9.27(1 H.brs). 
MS:m/e(ESI)585.3(MH+) 

Example 1139 

2- (2-{3-tert-Butyl-5-[4-(2-hydroxy-acetyl)-piperazi^ 
2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[2048] 1H-NMR(DMSO-d6)5: 

1 .37(9H,s). 1 .41 (3H,t,J=7.0Hz) l 2.82(3H l d,J=4.8Hz), 2.98(4H,brs), 3.57(2H,brs), 3.69(2H,brs), 3.97(3H,s), 4.13(2H,d, 
J=5. 6Hz) , 4.28(2H, q, J=7. OHz), 4.66(1 H,t,J=5.6Hz), 4.84(2H,s), 5.49(2H,s), 7.50(1 H,d f J=2.0Hz), 7.54(11-1,8), 7.62 
(1H,d t J=2.0Hz), 8.21(1H,q,J=4.8Hz), 8.55(1 H,s). 
MS:m/e(ESI)580.3(MH+) 

Example 1140 

4-{3-terf-Butyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol>2"yl)>acetyl]-2-methoxy-phenyl}-piperazine- 

1- carboxylic acid ethylamide hydrobromide 

[2049] 1H-NMR(DMSO-d6)8: 

1 .01 (3H,t ( J=7.0Hz), 1 .30(3H,t,J=7.0Hz), 1 .37(9H,s), 1 .40(3H,t,J=7.0Hz), 2.93(4H,brs), 3.02-3.08(2H,m), 3.49(4H,brs), 
3.95(3H,s), 4.12(2H,q J J=7.0Hz),4.22(2H J q I J=7.0Hz),4.79(2H > s) > 5.48(2H,s), 7.34(1H,s), 7.50(11-1,8). 7.60(1 H.s). 
MS:m/e(ESI)598.3(MH+) 

Example 1141 

2- {2-[3-tert-Butyl-5-(4-ethylcaroamoyl-piperazin-1^ 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[2050] 1H-NMR(DMSO-d6)S: 
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1 .01 (3H,t,J=7.0Hz), 1 .37(9H,s), 1 .41 (SH.t.^.OHz), 2.83(3H,d,J=4.6Hz), 2.93(4H,brs), 3.05(2H,q,J=7.0Hz), 3.49(4H, 
brs), 3.95(3H,s), 4.28(2H,q,J=7.0Hz) ( 4.84(2H,s), 5.49(2H,s), 6.58(1 H,m), 7.51 (1H,s), 7.54(1 H,s), 7.61 (1H,s), 8.21 
(1H,q,J=4.6Hz), 8.56(1H,s), 9.16(1 H.brs), 9.85(1 H.brs). 
MS:m/e(ESI)593.4(MH+) 

Example 1142 

Ethyl (4-{3-tert-butyl-5-[2-(5,6-dietho 
piperazin-1 -yl)-acetate dihydrochloride 

[2051 ] 1 H-NM R(DMSO-d6)5: 

1.25(3H,t,J=7.0Hz), 1 .29(3H,t,J=7.0Hz), 1.37(9H,s), 1 .40(3H,t,J=7.0Hz), 3.02-3.70(1 OH.m), 3.93(3H,s), 4.11(2H,q, 
J=7.0Hz), 4.18-4.25(4H ) m) ) 4.28(1 H.brs), 4.80(2H,s), 5.54(2H,s), 7.34(1H,s), 7.50(1H,s), 7.64(1H,s), 9.08(1 H.brs), 
9.37(1 H.brs). 
MS:m/e(ESI)613.4(MH+) 

Example 1143 

1-{3-tertButyl-4-methoxy-5-[4-(2-methoxy-a^^ 
1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 

[2052] 1 H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=7.0Hz), 1 •37(9H J s) > 1 .40(3H,t,J=7.0Hz), 2.98(4H,brs), 3.29(3H,s), 3.61 (2H,brs), 3.67(2H,brs), 3.96(3H,s), 
4.11(2H,q,J=7.0Hz), 4.12(2H t s), 4.21 (2H,q,J=7.0Hz), 4.79(2H,s) > 5.47(2H,s), 7.34(1 H,s), 7.50(1 H.d^.OHz), 7.61 
(1H,d,J=2.0Hz), 9.03(1 H.brs), 9.28(1 H,brs). 
MS:m/e(ESI)599.4(MH+) 

Example 1144 

24243-tert-Butyl-5-(2-methanesulfonyl-ethylami^ 
1H-isoindole-5-carboxylic acid methylamide trifluoroacetate 

[2053] 1 H-NMR(DMSO-d6)8: 

1.30-1 .44(1 2H,m), 2.82(3H,d,J=5Hz), 3.07(3H,s), 3.47(2H,m), 3.59(2H,m), 3.74(3H,s), 4.28(2H,q,J=7Hz), 4.85(2H,s), 
5.49(2H,s), 7.17(1H,d,J=2Hz), 7.30(1 H,d,J=2Hz), 7.53(1H,s), 8.21 (1 H,q,J=5Hz), 8.55(1H,s), 9.22(1H,brs), 9.86(1H, 
brs). 

Example 1145 

1- [3-fert-Butyl-5-(2-methanesulfonyl-ethylam 
isoindol-2-yl)-ethanone trifluoroacetate 

[2054] 1 H-NMR(DMSO-d6)5: 

1.29(3H,t,J=7Hz), 1.35-1.42 (12H,m), 3.07 (3H, s), 3.45(2H,m), 3.58(2H,m), 3.73(3H,s), 4.1 1 (2H,q,J=7Hz), 4.21 (2H, 
q,J=7Hz), 4.79(2H,s), 5.47(2H,s), 7.16(1 H,d,J=2Hz), 7.29(1 H,d,J=2Hz), 7.33(1 H.brs), 9.06(1 H.brs), 9.31 (1 H.brs). 

Example 1146 

2- (2-{3-tert-Butyl-4-methoxy-5-[4-(2-methoxy-aceM 
2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[2055] 1 H-NMR(DMSO-d6)5: 

1.37(9H,S), 1.42(3H,t,J=7.0Hz), 2.82(3H,d,J=4.4Hz), 2.99(4H,brs), 3.29(3H,s), 3.61 (2H, brs), 3.67(2H,brs), 3.97(3H, 
s), 4.12(2H,s), 4.27(2H,q,J=7.0Hz), 4.84(2H,s), 5.49(2H,s), 7.51 (1 H,d,J=2.0Hz), 7.54(1 H,s), 7.62(1 H,d,J=2.0Hz), 8.21 
(IH.q.^^Hz), 8.56(1H,s), 9.16(1 H.brs), 9.85(1H,brs). 
MS:m/e(ESI)594.4(MH+) 
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Example 1147 

1-(4-{3-tert-Butyl-542-(5,6-diethoxy-7^^ 

1- yl)-propan-1-one hydrobromide 

[2056] 1 H-N M R(D M SO-d6)5: 

1.00(3H,t,J=7.0Hz), 1.29(3H,t,J=7.0Hz), 1.37(9H,s), 1 .40(3H,t,J=7.0Hz) f 2.36(2H,q,J=7.0Hz), 2.94(2H,brs), 2.98(2H, 
brs), 3.66(4H,brs) l 3.96(3H,s), 4.11(2H, q, J=7.0Hz), 4.21(2H, q, J=7.0Hz), 4.79(2H,s), 5.47(2H,s), 7.34(1 H,s), 7.50 
(1H,d,J=2.0Hz), 7.61(1H,d,J=2.0Hz), 9.06(1H,brs), 9.28(1H,brs). 
MS:m/e(ESI)583.4(MH+) 

Example 1148 

2- {2-[3-tertButyl-4-methoxy-5-(4-propionyl-piperazm^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[2057] 1 H-NMR(DMSO-d6)5: 

1.00(3H,t,J=7.0Hz), 1.38 (9H ( s) , 1 .42(3H,t f J=7.0Hz), 2.36(2H,q,J=:7.0Hz), 2.83(3H,d,J=4.8Hz), 2.94(2H,brs), 2.99 
(2H,brs), 3.66(4H,brs), 3.97(3H,s), 4.28(2H,q,J=7.0Hz), 4.84(2H,s), 5.48(2H,s), 7.51 (1 H,d,J=2.0Hz), 7.54(1 H,s), 7.62 
(1H,d,J=2.0Hz), 8.21(1H,q,J=4.8Hz), 8.56(1 H,s), 9.15(1H,d,J=5.6Hz), 9.84(1 H,d,J=5.6Hz). 
MS:m/e(ESI)578.4(MH+) 

Example 1149 

1- [3-tert-Butyl-5-((3S,4S)-3-ethoxy-4-hydroxypy^ 
1 ,3-dihydro-isoindol-2-yl)-ethanone trifluoroacetate 

[2058] 1 H-NMR(DMSO-d6)5: 

1 .1 0(3H,t,J=6.8Hz), 1 .29(3H,t,J=6.8Hz), 1 .37(9H,s), 1 .39(3H,t,J=6.8Hz), 2.90-3.1 2(2H,m), 3.28-3.58(4H,m), 3.63(3H, 
s), 3.80-3.89(1 H,m), 4.11 (2H,q,J=6.8Hz), 4.1 2-4.31 (3H,m), 4.79(2H,s), 5.38-5.57(2H,m), 7.30(1 H,s), 7.34(1 H,s), 7.41 
(1H,s), 8.98-9. 10(1H,m), 9.20-9.35(1 H,m). 
MS:m/e(ESI)572.4(MH+) 

Example 1150 

2- {2-[3-te^Butyl-5-((3S > 4S)-3-ethoxy-4-hy^ 

2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide trifluoroacetate 
[2059] 1H-NMR(DMSO-d6)5: 

1 .1 0(3H,t,J=6.8Hz), 1 .37(9H,s), 1 .41 (3H,t,J=6.8Hz), 2.83(3H,d,J=4.4Hz), 2.82-3.1 2(2H,m), 3.34-3.60(4H,m), 3.64(3H, 
s), 3.79-3.92(1 H,m), 4.10-4.22(1 H,m), 4.28(2H,q,J=6.8Hz), 4.84(2H,s), 5.35-5.60(2H,m), 7.32(1 H.s), 7.42(1 H,s), 7.54 
(1H,s), 8.14-8.26(1H,m), 8.55(1H,s), 9.16(1 H.brs), 9.84(1 H.brs). 
MS:m/e(ESI)567.4(MH+) 

Example 1151 

1-{3-terf-Butyl-5-[(3-ethoxy-isoxazol-5-ylmethyl)-amino]-4-methoxy-phenyl}-2-(5 > 6-diethoxy-7-fluoro-1-imino- 
1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 

[2060] 1 H-NMR(DMSO-d6)5: 

1 .24-1 .50(6H,m), 1 .37(9H,s), 3.75(3H,s), 4.05-4.1 6(4H,m), 4.20(2H,q,J=7.2Hz), 4.43(1 H,d,J=6.0Hz), 4.77(2H,s), 5.41 
(2H,s), 6.04(1 H.s), 6.13(1 H,t,J=6.0Hz), 7.11 (1H,s), 7.26(1 H,s), 7.32(1 H,s), 9.01 (1 H,brs), 9.28(1 H.brs). 
MS:m/e(ESI)583.3(MH+) 
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Example 1152 

H3-te^Butyf-4-methoxy-5-[(3-methox^ 

1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromjde 

[2061] 1H-NMR(DMSO-d6)8: 

1 .29(3H,t,J=7.2Hz), 1 .37(s,9H), 1 .39(3H,t,J=7.2Hz), 3.75(3H,s), 3.82(3H,s), 4.1 1 (2H,q,J=7.2Hz), 4.20(2H,q,J=7.2Hz), 
4.43(2H,d,J=6.0Hz), 4.78 (2H t s) , 5.41(2H,s), 6.05(1H,s), 6.14(1 H,s,J=7.2Hz), 7.11(1H,d,J=2.0Hz) > 7.27(1H,d l 
J=2.0Hz), 7.32(1 H,s), 9.02(1 H.brs), 9.29(1 H.brs). 
MS:m/e(ESI)569.3(MH+) 

Example 1153 

2-(2-{3-tert-Butyl-4-methoxy-5-[(2-meth^ 

2,3-dihydro-1 H-isoindole-5-carboxylic acid methylamide hydrobromide 
[2062] 1H-NMR(DMSO-d6)5: 

1.37-1.42(12H,m), 2.81 (3H,d,J=5Hz), 3.82(3H,s), 3.92(3H,s), 4.26(2H,q,J=7Hz), 4.30(2H,m), 4.79 (2H, s), 5.37(2H, 
s), 6.09(1H,m), 6.89-6.95(2H,m), 7.24(1 H,d,J=2Hz), 7.50-7.55(2H,m), 8.03(1H,m), 8.19(1H,m), 8.53(1H,s), 9.11(1H, 
brs), 9.78(1 H,brs). 

Example 1154 

1-{3-te^Butyl-4-methoxy-5-[(2-methoxy-pyridin-3-ylmethyl)-amino]-phenyl}-2-(5,6-di 
1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 

[2063] 1H-NMR(DMSO-d6)5: 

1 .28(3H,t,J=7Hz), 1.35-1.43(12H,m), 3.82(3H,s), 3.93(3H,s), 4.11 (2H ! q,J=7Hz), 4.20(2H,q,J=7Hz), 4.30(2H,m), 4.73 
(2H,s), 5.35(2H,s), 6.09(1 H,m), 6.89-6.95(2H,m), 7.22(1 H,d,J=2Hz), 7.30(1 H.brs), 7.52(1 H,m), 8.03(1 H,m) 

Example 1 1 55 

1- [3-teAt-Butyl-5-((3R,4S)-3,4-dihydroxy-py 

1 ,3-dihydro-isoindol-2-yl)-ethanone trifluoroacetate 

[2064] 1H-NMR(DMSO-d6) 5: 

1 .29(3H,t,J=6.8Hz), 1 .37(9H,s), 1 .40(3H l t,J=6.8Hz) I 3.02-3.11 (2H,m), 3.30-3.59(2H,m), 3.60(3H,s), 4.00-4.1 6(4H,m), 
4.21(2H,q,J=6.8Hz), 4.79(2H,s), 5.47(2H,s), 7.26(1 H,s), 7.33(1 H,s), 7.38(1 H,s), 9.00-9.08(1 H,m), 9.23-9.31 (1 H,m). 
MS:m/e(ESI)544.3(MH+) 

Example 1156 

Ethyl (4-{3-fe/t-butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl}- 
piperazin-1 -yl)-acetate hydrobromide 

[2065] 1H-NMR(DMSO-d6)5: 

1 .1 9(3H,t ) J=7.0Hz) l 1 .36(9H,s), 1 .41 (3H,t,J=7.0Hz), 2.74(4H,brs) f 2.83(3H,d,J=4.8Hz), 3.01 (4H.brs), 3.30(2H,s), 3.93 
(3H,s), 4.09(2H,q,J=7.0Hz), 4.28(2H,q,J=7.0Hz), 4.84(2H,s), 5.49(2H,s), 7.51 (1 H,d,J=2.0Hz) l 7.54(1 H,s), 7.59(1 H,d, 
J=2.0Hz), 8.21 (1 H,q,J=4.8Hz),8.55(1 H,s). 
MS:m/e(ESI)608.4(MH+) 

Example 1157 

2- (2-{3-terf-Butyl-4-methoxy-5-[(2-oxo-1 > 2- dihydropyridin-3-ylmethyl)"ainino]-phenyl)-2-oxo-ethyl)-6-ethoxy-3-imino- 
2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide trifluoroacetate 

[2066] 1 H-NM R(DMSO-d6)8: 

1.35-1. 45(1 2H.m), 2.82(3H,d,J=5Hz), 3.80(3H,s), 4.14(2H,s), 4.27(2H,q,J=7Hz), 4.81 (2H,s), 5.39(2H,s), 6.15(1 H,m), 
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6.97(1 H,brs), 7.23-7.29(4H,m), 7.51 (1 H.brs), 8.20(1 H.q^SHz), 8.53(1 H.brs), 9.15(1H,brs), 9.80(1 H.brs). 
MS:m/e(ESI)559.2(MH+) 

Example 1158 

3-({3-tert-Butyl-5-[2-(5,6-diethoxy^^ 
methyl)-1 H-pyridin-2-one trifluoroacetate 

[2067] 1 H-NMR(DMSO-d6)8: 

1.28(3H t t,J=7Hz), 1.35-1 .42(1 2H,m), 3.80(3H,s), 4.10-4.23(6H,m), 4.75(2H,s), 5.38(2H J s) > 6.14(1H,m), 6.96(1 H,brs), 

7.23(1 H,brs), 7.26-7.32(4H,m), 9.00(1 H.brs), 9.28(1 H,brs). 

MS:m/e(ESI)565.3(MH+) 

Example 1159 

1 -[3-fert-Butyl-5-(3,4-dihydroxy-pyrrolidin-1 -yl)-4-methoxy-phenyl1-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro- 
isoindol-2-yl)-ethanone hydrochloride 

[2068] 1 H-NMR(DMSO-d6)S: 

1.29(31^=6.8^), 1.37(9H,s), 1.40(3H,t,J=6.8Hz), 2.92(2H,d,J=10Hz), 3.61 (3H,s), 4.11 (2H,q,J=6.8Hz), 4.21 (2H,q, 
J=6.8Hz), 3.98-4.28(4H,m), 4.78(2H,s), 5.48(2H,s), 7.29(1 H,s), 7.34(1 H,s), 7.38(1 H,s), 9.04(1 H,brs), 9.29(1 H.brs). 

Example 1160 

1 -(3-terf-Butyl-4-methoxy-5-morpholino-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone 
hydrochloride 

[2069] 1H-NMR(DMSO-d6)5: 

1.29(3HXJ=$.8Hz), 1.36(9H,s), 1 .39(3H,t,J=6.8Hz), 2.94-3.08(4H,m), 3.76-3.85(4H,m), 3.94(3H,s), 4.11 (2H,q), 4.20 
(2H,q,J=6.8Hz), 4.77(2H,s) 1 5.49(2H,s), 7.32(1 H,s), 7.49(1 H,s), 7.60(1 H,s). 

[2070] The following Example compounds were synthesized as numerous small specimens in 12 mm<J> test tubes. 
Specifically, various 2-bromo-1-ethanone derivatives (10 mg) were added to dimethylformamide (2 ml) solutions of 
various amidines (5 mg), 2-iminodihydropyrrolo[3 1 4-b~e]pyridine I 1 -iminoisoindoline, 2-iminopyrrolidine, 2-imino- 
2,3-dihydro-1H-imidazole or 2-imino-2 J 3-dihydro-1H-benz[d]imidazole, and the reaction mixture was stirred overnight 
at room temperature. After completion of the reaction, nitrogen was sprayed for removing of the solvent and the residue 
was purified by LC-MS [developing solvent: 0.1%trifluoroacetic acid-containing acetonitrile solution :0.1%trifluoroacetic 
acid-containing aqueous solution = 1:99—100:0/20 minute cycle, flow rate: 20 ml/min, column: YMC Combiprep 
ODS-AM, 20 mmO x 50 mm (Long)], to yield the title compound. 

Example 1161 

7-fe/t-Butyl-5-[2-(2-ethyl-7-imino-5,7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-2-methylbenzofuran-3-carboxyn 
hydrobromide 

[2071] MS:m/e(ESI)434.0(MH+) 
Example 1162 

3-terf-Butyl-5-[2-(2-ethyl-7>imino-5,7-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-acetyl1-2-hydroxy-benzoic acid hydrobromide 
[2072] MS:m/e(ESI)396.2(MH+) 
Example 1163 

3-ferf-Butyl-5-[2-(2-ethyl-7-imino-5,7-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-acetyl]-2-methoxy-benzoic acid 
hydrobromide 

[2073] MS:m/e(ESI)41 0.3(MH+) 
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Example 1164 

Methyl 3-te^butyl-2-carboxymethoxy-5-[2-(2-eto^^ 
hydrobromide 

[2074] MS:m/e(ESI)468.3(MH+) 
Example 1165 

{3-te/t-Butyl-5-[2-(2-ethyl-7-imino-5J-dihydro^ acid 
hydrobromide 

[2075] MS:m/e(ESI)467.4(MH+) 
Example 1166 

({3-fer/-Butyl-5-[2-(2-ethyl-7Hmino-5y-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-2-methoxyb 
acetic acid hydrobromide 

[2076] MS:m/e(ESI)481 .4(MH+) 

Example 1167 

1-(2-fert-Butyl-pyridin-4-yl)-2-(2-ethyl-7-im^ hydrobromide 
[2077] MS:m/e(ESI)337.4(MH+) 
Example 1168 

Methyl {2-tert-butyl-4-[2-(2-ethyl-7-imino-5y-dihydro^ 
hydrobromide 

[2078] MS:m/e(ESI)454.4(MH+) 
Example 1169 

{2-tertButyl-6-[2-(2-ethyl-7-imino-5 t 7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-phenoxy)-acetic acid hydrobromide 
[2079] MS:m/e(ESI)41 0.4(MH+) 
Example 1170 

{4-terf-Butyl-2-[2-(2-ethyl-7-imino-5 > 7-dihydro- pyrrolo[3^b]pyridin-6-yl)-acetyl]-phenoxy}-acetic acid hydrobromide 
[2080] MS:m/e(ESI)41 0.4(MH+) 
Example 1171 

Ethyl 3^3-te^butyl-5-[2-(2-ethyl-7-imino-57^ 
hydrobromide 

[2081] MS:m/e(ESI)452.4(MH+) 
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Example 1172 

N42-tert-Butyl-4-[2-(2-ethyl-7-imino-5,^ 
hydrobromide 

[2082] MS:m/e(ESI)429.4(MH+) 
Example 1173 

3^2-tertButyl-442-(2-ethyl-7Hmino-57-di^ acid 
hydrobromide 

[2083] MS:m/e(ESI)408.4(MH+) 
Example 1174 

3^2-fertButyl-4-[2-(2-ethyl-7-imino-57-^ acid 
hydrobromide 

[2084] MS:m/e(ESI)424.4(MH+) 
Example 1175 

{3-tert-Butyl-5-[2-(2-ethyl-7-imino-5y-dih^ phenoxy}-acetic acid 

hydrobromide 

[2085] MS:m/e(ESI)440.4(MH+) 
Example 1176 

5-tert-Butyl-7-[2-(2-ethyl-7-imino-57-^ 
2-carboxylic acid hydrobromide 

[2086] MS:m/e(ESI)438.4(MH+) 

Example 1177 

1-(3,5-Di-te/t-butyl-4-hydroxy-phenyl)-2-(2-ethyl-7-imino-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-et 
hydrobromide 

[2087] MS:m/e(ESI)408.5(MH+) 
Example 1178 

1-(7-Ethyl-3,3-dimethyl-2,3-dihydro-benzofuran-5-yl)-2-^ 
ethanone hydrobromide 

[2088] MS:m/e(ESI)378.4(MH+) 

Example 1179 

N-{5-[2-(2-Ethyl-7-imino-5J-dihydro-pyra 
methyl-acetamide hydrobromide 

[2089] MS:m/e(ESI)421 .4(MH+) 



399 



EP 1 391 451 A1 

Example 1180 

N^3-Ethyl-5-[2-(2-ethyl-7-imino-5y-d^ 
methanesulfonamide hydrobromide 

[2090] MS:m/e(ESI)431 .4(MH+) 

Example 1181 

1-(7-te/t-Butyl-2 > 3-dihydro-benzofuran-5-yl)-2-(2-ethyl"7-imino-57-dlhydro-pyrrolo[3,4-b]pyh 
hydrobromide 

[2091] MS:m/e(ESI)378.4(MH+) 
Example 1182 

7-fert-Butyl-5-[2-(5,6-diethoxy-7-fluoro-^ 
acid hydrobromide 

[2092] MS:m/e(ESI)51 1 .4(MH+) 

Example 1183 

S-tert-Butyl-S-^-^.S-diethoxy^-fluoro-l-imin^^ acid 
hydrobromide 

[2093] MS:m/e(ESI)473.4(MH+) 
Example 1184 

3-ferf-Butyl-5-[2-(5 > 6-diethoxy-7-ftuoro-1-imino-1 > 3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-benzoic acid 
hydrobromide 

[2094] MS:m/e(ESI)487.4(MH+) 
Example 1185 

{3-tertButyl-5-[2-(5,6-diethoxy-7-fluoro-1-im^ 
acid hydrobromide 

[2095] MS:m/e(ESI)544.5(MH+) 

Example 1186 

({3-fe/t-Butyl-5-[2-(5 t 6'diethoxy-7-fluorO'1-imino-1 ^-dihydro-isoindol^-yO-acetyll^-methoxy'benzoyll-methyl- 
amino)-acetic acid hydrobromide 

[2096] MS:m/e(ESI)558.5(MH+) 

Example 1187 

1-(2-tert-Butyl-pyridin-4-yl)-2-(5,6-d^ hydrobromide 
[2097] MS:m/e(ESI)41 3.5(MH+) 
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Example 1188 

Methyl {2-fe/t-butyl-4-[2-(53-diethoxy-7-fluoro-1-imino-1,3-dihydro-isoindol-2-yl)-acetyl] 
hydrobromide 

[2098] MS:m/e(ESI)531 .5(MH+) 
Example 1189 

Ethyt 3^3-tertbutyl-5-[2-(5,6-diethoxy-7-fluoro-1-imino^ 
propionate hydrobromide 

[2099] MS:m/e(ESI)529.4(MH+) 

Example 1190 

N^2-te^Butyl-4-[2-(5,6-diethoxy-7-fluo^ 
hydrobromide 

[2100] MS:m/e(ESI)506.4(MH+) 
Example 1191 

S^-terf-Butyl^-p^S.S-diethoxy-y-fluoro-l-imino-l ^-dihydro-isoindol^-yQ-acetyll-phenylj-propionic acid 
hydrobromide 

[2101] MS:m/e(ESI)485.5(MH+) 
Example 1192 

S^-ferf-ButyM-^-tS^-diethoxy-Z-fluoro-l-imino-l ,3Hdihydro-isoindol-2-yl)-acetyl]-phenoxy}-propionic acid 
hydrobromide 

[2102] MS:m/e(ESI)501 .5(MH+) 
Example 1193 

2-{2-terf-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3<iihydro-isoindol-2-yl)-acetyl]-phenoxy}-acetamide 
hydrobromide 

[2103] MS:m/e(ESI)486.5(MH+) 
Example 1194 

{3-terfcButyl-5-[2-(5,6-diethoxy-7-fluoro-1-imin^^ acid 
hydrobromide 

[2104] MS:m/e(ESI)517.4(MH+) 
Example 1195 

1-(3,5-Di-tert-butyl-4-hydroxy-phenyl)^ 
hydrobromide 

[2105] MS:m/e(ESI)485.5(MH+) 
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Example 1196 

2-(5 ) 6-Diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol- 2-yl)-1 -(7-ethyl-3,3-dimethyl-2,3-dihydro-benzof uran-5-yl)- 
ethanone hydrobromide 

[2106] MS:m/e(ESI)455.4(MH+) 

Example 1197 

N-(5-(2-(5,6-Diethoxy-7-fluoro-1 -imino-1 ,3-dihyd^ 
-N-methyl-acetamide hydrobromide 

[2107] MS:m/e(ESI)498.4(MH+) 

Example 1198 

N-{5-(2-(5,6-Diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-3-ethyt'2-hydroxy-phenyl}-N-methyl- 
methanesulfonamide hydrobromide 

[2108] MS:m/e(ESI)508.4(MH+) 

Example 1199 

1- (7-terf-Butyl-2 l 3-dihydro-benzofuran-5-yl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone 
hydrobromide 

[2109] MS:m/e(ESI)455.4(MH+) 
Example 1200 

{8-te/t-Butyl-6-[2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2,3-dihydro-benzo[1 ,4]oxazin-4-yl}- 
acetic acid hydrobromide 

[2110] MS:m/e(ESI)528.5(MH+) 

Example 1201 

2- [2-(3,5-Di-ferf-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole-5- acetic acid 
methylamide hydrobromide 

[2111] MS:m/e(ESI)480.5(MH+) 

Example 1202 

6-Ethoxy-2-[2-(7-ethyl-3 ) 3-dimethyl-2 > 3-dihydro-benzofuran-5-yl)-2-oxo-ethyl]-3-imino-2,3-dihydro-1H-i^^ 
5-carboxylic acid methylamide hydrobromide 

[2112] MS:m/e(ESI)450.4(MH-0 

Example 1203 

2-{2-[7-(Acetyl-methyl-amino)-3 l 3-dimethyl-2 > 3-dihydro-benzofuran-5-yl]-2-oxo-ethyl}-6-ethoxy-3-imino-2,3-dihydro- 
1H-isoindole-5-acetic acid methylamide hydrobromide 

[21 1 3] MS:m/e(ESI)493.4(MH+) 
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Example 1204 

6-Ethoxy-2-{243-ethyl^-hydroxy-5-(methan 
isoindole-5-carboxylic acid methylamide hydrobromide 

[21 1 4] MS:m/e(ESI)503.4(MH+) 

Example 1205 

2^2-(7-ferf-Butyl-2,3-dihydro-ben2ofuran-5-yl)-2-oxo-ethyl]-6-ethoxy-3-imino-2 ) 3-dihydro-1H-i^ acid 
methylamide hydrobromide 

[2115] MS:m/e(ESI)450.4(MH+) 

Example 1206 

3-ferf-Butyl-2-ethoxy-5-[2-(2-ethyl-7-imino-5 > 7- dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-benzoic acid hydrobromide 
[2116] MS:m/e(ESI)423.9(MH+) 
Example 1207 

3-fert-Butyl-5-[2-(2-ethyl-7-imino-57-dihydro-pyre^^ acid hydrobromide 

[21 1 7] MS:m/e(ESI)438.2(MH+) 
Example 1208 

3-fert-Butyl-5-[2-(2-ethyl-7-imino-57-^ acid 
hydrobromide 

[21 1 8] MS:m/e(ESI)438.3(MH+) 
Example 1209 

1-(3-terf-Butyl-5-ethoxy-4-hydroxy-phenyl)-2-(2-ethyl-7-imino-57-dihydro-pyrrolo[3,4-b]py 
hydrobromide 

[2119] MS:m/e(ESI)396.4(MH+) 
Example 1210 

{2-tertButyl-6-ethoxy-4-[2-(2-ethyl-7Mmino-57-di^^ acid 
hydrobromide 

[2120] MS:m/e(ESl)454.4(MH+) 
Example 1211 

1-(3-fert-Butyl-5-hydroxy-4-methoxy-phe^ ethanone 
hydrobromide 

[2121] MS:m/e(ESI)382.4(MH+) 
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Example 1212 

Ethyl 4^3-f2-(2-ethyl-7-imino-57-dihydro^ 
hydrobromide 

[2122] MS:m/e(ESI)420.5(MH+) 
Example 1213 

Methyl 2-{3-[2-(2-ethyl-7-imino-57-dihydro-pyrro^ 
hydrobromide 

[2123] MS:m/e(ESI)380.4(MH+) 
Example 1214 

Ethyl 3-{3-tert-butyl-5-[2-(2-ethyl-7-imi^ 
hydrobromide 

[2124] MS:m/e(ESI)466.5(MH+) 
Example 1215 

3^3-tertButyl-5-[2-(2-ethyl-7-imino-57<lihydro^ acid 
hydrobromide 

[2125] MS:m/e(ESI)438.5(MH+) 
Example 1216 

5^2-(2-Ethyl-7Hmino-57-dihydro-pyrrolo^ 
hydrobromide 

[2126] MS:m/e(ESI)363.4(MH+) 
Example 1217 

5-[2-(2-Ethyl-7-imino-57-dihydro-pyrroloft 
hydrobromide 

[2127] MS:m/e(ESI)377.5(MH+) 
Example 1218 

{5-[2-(2-Ethyl-7-imino-57-dihydro-pyrrolo[3,^ 
acid hydrobromide 

[21 28] MS:m/e(ESI)421 .5(MH+) 

Example 1219 

1-(3-te^Butyl-4-hydroxy-phenyl)-2-(2-ethyl^ hydrobromide 
[2129] MS:m/e(ESI)352.5(MH+) 



404 



EP 1 391 451 A1 

Example 1220 

3-tert-Butyl-5-[2-(5 t 6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-ethoxy-benzoic acid hydrobromide 
[21 30] MS:m/e(ESI)501 .5(MH+) 
Example 1221 

3-fert-Butyl-5-(2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-propoxy-benzoic acid 
hydrobromide 

[2131] MS:m/e(ESI)515.6(MH+) 
Example 1222 

3-tert-Butyl-5-[2-(5 t 6-diethoxy-7-fluoro-1 -imino-1 ^-dihydro-isoindol^-yO-acetyll^-isopropoxy-benzoic acid 
hydrobromide 

[2132] MS:m/e(ESI)515.6(MH+) 
Example 1223 

1-(3-terf-Butyl-5"ethoxy-4-hydroxy-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone 
hydrobromide 

[2133] MS:m/e(ESI)473.5(MH+) 
Example 1224 

{2-terf-Butyl-4-[2-(5,6-diethoxy-7-fiuoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-ethoxy-phenoxy}-acetic acid 
hydrobromide 

[2134] MS:m/e(ESI)531 .6(MH+) 
Example 1225 

1-(3-te/t-Butyl-5-hydroxy-4-methoxy-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone 
hydrobromide 

[2135] MS:m/e(ESI)459.5(MH+) 
Example 1226 

Ethyl 3-{3-fert-butyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ^-dihydro-isoindol^-yQ-acetyn^-methoxyphenyl}- 
propionate hydrobromide 

[21 36] MS:m/e(ESI)543.6(MH+) 

Example 1227 

S-jS-ferf-Butyl-S-^-tS^-diethoxy^-fluoro-l -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl}-propionicacid 
hydrobromide 

[2137] MS:m/e(ESI)515.6(MH+) 
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Example 1228 

5-[2-(5,6-0iethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindo^ 
hydrobromide 

[2138] MS:m/e(ESI)440.5(MH+) 
Example 1229 

5-[2-(5,6-Diethoxy-7-fluoro-1 -imino-1 t 3-dihydro-isoindol-2-yl)-acetyl]-1 ,3,3-trimethyl-l ,3-dihydro-indol-2-one 
hydrobromide 

[2139] MS:nVe(ESI)454.5(MH+) 
Example 1230 

{5-[2-(5,6-Diethoxy-7-fluoro-1 -imino-1 ^-dihydro-isoindol^-yQ-acetyil-S.S-dimethyl^-oxo^.S-dihydro-lndol-l-yl}- 
acetic acid hydrobromide 

[2140] MS:m/e(ESI)498.5(MH+) 

Example 1231 

1 "(3-terf-Butyl-9-hydroxy-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[2141] MS:m/e(ESI)429.5(MH+) 
Example 1232 

3-tert-Butyl-2-ethoxy-5-[2-(5-ethoxy-1 -imino-6- methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-benzoic acid 
hydrobromide 

[2142] MS:m/e (ESI) 496.5 (MH+) 
Example 1233 

3-terf-Butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isotndol-2-yl)-acetyl]-2-propoxy-benzoic acid 
hydrobromide 

[2143] MS:m/e (ESI) 510.5 (MH+) 
Example 1234 

S-ferf-Butyl-S'^-tS-ethoxy-l-imino-e-methylcarbamoyl-l^-dihydro-isoindol^-y^-acetyll^-isopropoxy-benzoic acid 
hydrobromide 

[2144] MS:m/e(ESI)510.5(MH+) 
Example 1235 

2-[2-(3-ferf'Butyl-5'ethoxy-4-hydroxy>phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoindole-5-acetic acid 
methylamide hydrobromide 

[2145] MS:m/e(ESI)468.5(MH+) 
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Example 1236 

{2-fertButyl-6-ethoxy-4-[2-(5-ethoxy-1^ 
acid hydrobromide 

[2146] MS:m/e(ESI)526.5(MH+) 

Example 1237 

{3-tert^utyl-2-ethoxy-5-[2-(2-ethyl-7-i^ benzoylamino}-acetic acid 

hydrobromide 

[2147] MS:m/e(ESI)481 .5(MH+) 
Example 1238 

243-tertButyl-5-[2-(2-ethyl-7-imino-57<iih^ 
propionic acid hydrobromide 

[2148] MS:m/e(ESI)481 .5(MH+) 

Example 1239 

1-(3-fert-Butyl-4-pyreolidin-1-yt-pheny^^ 
hydrobromide 

[21 49] MS:m/e(ESI)405.5(MH+) 
Example 1240 

{2-tertButyl-4-[2-(2-ethyl-7-imino-57-dihydro-pyro^ acid 
hydrobromide 

[2150] MS:m/e(ESI)409.4(MH+) 
Example 1241 

{4-tert-Butyl-6-[2-(2-ethyl-7-imino-57-dihy 
acid hydrobromide 

[2151] MS:m/e(ESI)448.5(MH+) 

Example 1242 

{2-[(Acetyl-methyl-amino)-methyl]-6-ferf-butyl-4-[2-(5,6-diethoxy'7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]- 
phenoxy}-acetic acid hydrobromide 

[21 52] MS:m/e(ESI)572.5(MH+) 

Example 1243 

{S-tert-Butyl-S-^-^e-diethoxy^-fluoro-l-imino-l,^^ 
hydrobromide 

[2153] MS:m/e(ESI)558.5(MH+) 
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Example 1244 

2-{3'ferf-Butyl-5-[2-(5 t 6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol»2'yl)-acetyn-2'methoxy>benzoylamino}" 
propionic acid hydrobromide 

[2154] MS:rn/e(ESI)558.5(MH+) 

Example 1245 

{4-tert-Butyl-6-[2-(5,6-diethoxy-7-fluoro 
acid hydrobromide 

[2155] MS:m/e(ESI)525. 5 (MH+) 

Example 1246 

1 -(8-tert-Butyl-4-ethyl<3,4-dihydro-2H-benzo[1 ^oxazin-S-yQ^-^e-diethoxy^-fluoro-l -imino-1 ,3-dihydro-isoindol- 
2-yl)-ethanone hydrobromide 

[2156] MS:m/e(ESI)498.5(MH+) 

Example 1247 

1 >(8-feff-Butyl-4-propyl-3,4-dihydro-2H-benzo[1 ^oxazin-S-yl^-^.S-diethoxy^-fluoro-l -imino-1 ,3-dihydro-isoindol- 
2-yl)-ethanone hydrobromide 

[2157] MS:m/e(ESI)512.5(MH+) 

Example 1248 

{3-fertButyl-2-ethoxy-5-[2-(3-ethoxy-7-^ 
benzoylaminoj-acetic acid hydrobromide 

[21 58] MS:m/e(ESI)525.5(MH+) 

Example 1249 

2-{3-tertButyl-5^2-(3-ethoxy-7-imino-2,4-dimeth^^ 
benzoylamino}-propionic acid hydrobromide 

[21 59] MS:m/e(ESI)525.5(MH+) 

Example 1250 

1 -(3-tert-Butyl-4-pynr>lidin-1-yl-phenyl)-2-(3-eth^ 
ethanone hydrobromide 

[21 60] MS:m/e(ESI)449.5(MH+) 

Example 1251 

{2-ferf-Butvl"4-[2-(3-ethoxy-7-imino-2,4-dimethyl-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-phen^ 
acid hydrobromide 

[2161] MS:m/e(ESI)453.5(MH+) 



408 



EP 1 391 451 A1 

Example 1252 

{2-[(Acetyl-methyl-amino)-methy^^ ,3-dihydro-isoindol-2-yl)- 
acetyl]-phenoxy}-acetic acid hydrobromide 

[21 62] MS:m/e(ESi)567.5(MH+) 

Example 1253 

{3-ter^Butyl-2-ethoxy-5-[2-(5-ethoxy-1-i^ 
acetic acid hydrobromide 

[2163] MS:m/e(ESI)553.5(MH+) 

Example 1254 

2-{3-terf-Butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy- 
benzoylaminoj-propionic acid hydrobromide 

[2164] MS:m/e(ESl)553.5(MH+) 

Example 1255 

2-[2-(3-fe/t-Butyl-4-pyrrolidin>1-yl-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2 > 3-dihydm acid 
methylamide hydrobromide 

[2165] MS:m/e(ESI)477.5(MH+) 

Example 1256 

{2-terf-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenylamino}-acetic acid 
hydrobromide 

[2166] MS:m/e(ESI)481 .5(MH+) 
Example 1257 

{4-fe/t-Butyl-6-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methyl-benzimida2ol- 

1- yl}-acetic acid hydrobromide 

[2167] MS:m/e(ESI)520.5(MH+) 
Example 1258 

2- [2-(8-tert-Butyl-4-ethyl-3,4-dihydro-2H H- 
isoindole-5-acetic acid methylamide hydrobromide 

[2168] MS:m/e(ESI)493.5(MH+) 

Example 1259 

2-[2-(8-tert-Butyl-4-propyl-3,4-dihydro-2H-^ 
isoindole-5-acetic acid methylamide hydrobromide 

[2169] MS:m/e(ESI)507.5(MH+) 
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Example 1260 

Methyi 2-acetylamino-3^2-tert-butyl-4-[2-(2-ethyl-7-im^ 
acrylate hydrobromide 

[2170] MS:m/e(ESI)477.2(MH+) 

Example 1261 

3^3-tertButyl-5^2-(2-ethyl-7-imino-5y-dih^^ 
propionic acid hydrobromide 

[2171] MS:m/e(ESI)481 .2(MH+) 

Example 1262 

N42-te^Butyl-4-[2-(2-ethyl-7-imino-5J-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-acetyl]-phen^ acid 
hydrobromide 

[2172] MS:m/e(ESI)465.3(MH+) 
Example 1263 

8-fert-Butyl-6-[2-(2-ethyl-7-imino-5J-d^ 
hydrobromide 

[2173] MS:m/e(ESI)421 .4(MH+) 
Example 1264 

8'te/t-Butyl-6-[2-(2-ethyl-7-imino-5y-dihydro-pyrrolo[3,4-b]pyridin-6-yQ-acetyl]-4H-ben ,4]oxazin-3-one 
hydrobromide 

[2174] MS:m/e(ESI)407.4(MH+) 
Example 1265 

1-(3-tert-Butyl-4,5-dimethoxy-phenyl)-2-(2^ 
hydrobromide 

[2175] MS:m/e(ESI)396.4(MH+) 
Example 1266 

1 '(5-tert-Butyl-furan-3-yl)-2-(2-ethyl-7-imino-5 > 7-dihydro-pyrrolo[3,4-b1pyridin'6-yl)-ethanone hydrobromide 
[2176] MS:m/e(ESI)326.4(MH+) 
Example 1267 

Methyl 2-acetylamino-3-{2-terf-butyl-4-[2-(2-ethyl-7-i^^ 
propionate hydrobromide 

[2177] MS:m/e(ESI)479.2(MH+) 
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Example 1268 

Methyl 2-acetylamino-3-{2-terf-butyl-4-[2-(5 t 6-diethoxy-7-fluoro-1-imino-1 .S-dihydro-isoindol^-yQ-acetyll-phenyl}- 
acrylate hydrobromide 

[2178] MS:m/e(ESI)554.5(MH+) 

Example 1269 

3-{3-fertButyl-5-[2-(5,6-diethoxy-7-fluoro-1-im^ 
propionic acid hydrobromide 

[2179] MS:m/e(ESI)558.5(MH+) 

Example 1270 

N^2-tert-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1-imino-1^^^ 
acid hydrobromide 

[2180] MS:m/e(ESI)542.5(MH+) 

Example 1271 

8-teAt-Butyl-6-[2-(5 > 6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-4-methyl-4H-benzo[1 ,4]oxazin- 
3-one hydrobromide 

[2181] MS:m/e(ESI)498.4(MH+) 

Example 1272 

5-te/t-Butyt-7-[2-(5 > 6-diethoxy-7-fluoro-1-imino-1 > 3-dihydro-isoindol-2-yl)-acetyl]-2,3-dihyQ^ 
2-carboxylic acid hydrobromide 

[2182] MS:m/e(ESI)515.4(MH+) 

Example 1273 

1 -(S-terf-ButyM.S-dimethoxy-phenyQ^-tS.e-diethoxy- 7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-etharione 
hydrobromide 

[2183] MS:m/e(ESI)473.4(MH+) 
Example 1274 

1 -(5-tert-Butyl-furan-3-yl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[2184] MS:m/e(ESI)403.4(MH+) 
Example 1275 

Methyl 2-acetylamino-3-{2>fg/t-butyl-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl)- 
propionate hydrobromide 

[21 85] MS:m/e(ESI)556.3(MH+) 
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Example 1276 

Methyl 2-acetylamino-3^2-tert-butyl-4-[2-(5-^ 
phenyl}-acrylate hydrobromide 

[21 86] MS:m/e(ESI)549.2(MH+) 

Example 1277 

3^3-tertButyl-5-[2-(5-ethoxy-1-imino-6^ 
benzoylamino}-propionic acid hydrobromide 

[2187] MS:m/e(ESI)553.3(MH+) 

Example 1278 

N^2-te/t-Butyl-4-[2-(5-ethoxy-1-imino-6-me^ phenyQ-N-methyl- 
succinamic acid hydrobromide 

[21 88] MS:m/e(ESI)537.4(MH+) 

Example 1279 

2-[2-(8-te^Butyl-4-methyl-3-oxo-3,4<lihydro-2H-^^ 
1 H-isoindole-5-acetic acid methylamide hydrobromide 

[2189] MS:m/e(ESI)493.4(MH+) 

Example 1280 

2-[2-(8-te^Butyl-3-oxo-3,4-dihydro-2H-benzo[1,4]oxazm^ 
isoindole-5-acetic acid methylamide hydrobromide 

[2190] MS:m/e(ESI)479.4(MH+) 

Example 1281 

2'[2-(4-Acetyl'8-terf-butyl-3,4-dihydro-2H-benzo[1,4]oxazin-6-yl)-2-oxo-ethyl]-6-ethoxy-3-imino 
isoindole-5-acetic acid methylamide hydrobromide 

[2191] MS:m/e(ESI)507.4(MH+) 

Example 1282 

2-[2-(3-te^Butyl-4-hydroxy-5-nitro-phenyQ acid 
methylamide hydrobromide 

[2192] MS:m/e(ESI)469.2(MH+) 

Example 1283 

5-tert-Butyl-7-[2-(6-caroamoyl-5-ethoxy-1-im^ ,4]dioxane- 
2-carboxylic acid hydrobromide 

[2193] MS:m/e(ESI)996.4(MH+) 
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Example 1284 

2-[2-(3-tert-Buty)-4,5-dimethoxy-ph^^ 
hydrobromide 

[2194] MS:m/e(ESI)454.4(MH+) 
Example 1285 

2-(2-Ethyl-7-imino-57-dihydro-pyrro^^ 
hydrobromide 

[2195] MS:m/e(ESI)363.4(MH+) 
Example 1286 

6-[2-(2-Ethyl-7-imino-5y-dihydro-pyrrolo[3,4-b]pyri^^ 
hydrobromide 

[2196] MS:m/e(ESI)391 .4(MH+) 
Example 1287 

1- [3-te^Butyl-4-(1H-tetrazol-5-ylmethoxy) 
ethanone hydrobromide 

[2197] MS:m/e(ESI)434.4(MH+) 

Example 1288 

2- (2-Ethyl-7-imino-5,7-dihydro-pyrrolo[3,4-b]pyridin- 6-yl)-1-(1 ,2,3,3-tetramethyl-2,3-dihydro-1 H-indol-5-yl)-ethanorie 
hydrobromide 

[2198] MS:m/e(ESI)377.4(MH+) 
Example 1289 

1-(7-te/t-Butyl'3 > 3-dimethyl-2 ) 3-dihydro-benzo[b]thiophen-5-yl)-2-(2-ethyl-7-imino-5,7-dihydro-pyrrolo[3 
6-yl)-ethanone hydrobromide 

[2199] MS:m/e(ESI)422.4(MH+) 

Example 1290 

1- (8-tert-Butyl-4 > 4-dimethyl-thiochroman-6-yl)-2-(2-ethyl-7-imino-57-dihydro-pyrrolo[3,4-b]pyridin-^ 
hydrobromide 

[2200] MS:m/e(ESI)436.4(MH+) 
Example 1291 

2- (5 l 6-Diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-1 -(1 .S.S-trimethyl^^-dihydro-l H-indol-5-yl)-ethanone 
hydrobromide 

[2201] MS:m/e(ESI)440.5(MH+) 
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Example 1292 

6-[2-(5 t 6-Diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yi)-acetyl]-1 ,4,4-trimethyl-3,4-dihydro-1 H-quinolin-2-one 
hydrobromide 

[2202] MS:m/e(ESI)468.5(MH+) 
Example 1293 

2-(5,6-Diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-1-(1 ^.S-tetramethyl^S-dihydro-l H-indol-5- yl)- 
ethanone hydrobromide 

[2203] MS:m/e(ESI)454.5(MH+) 

Example 1294 

1- (7-te/t-Butyl-3 t 3-dimethyl-2,3-dihydro-benzo[b]thiophen-5-yl)-2-(5,6-diethoxy-7-fl^ 

2- yl)-ethanone hydrobromide 

[2204] MS:m/e(ESI)499.5(MH+) 
Example 1295 

I^S-te/t-Butyl^^-dimethyl-thiochroman-S-yQ^-CS.S-diethoxy^-fluoro-l-imino-l t 3-dihydro-isoindol-2-yl)-ethanone 
hydrobromide 

[2205] MS:m/e(ESI)51 3.5(MH+) 
Example 1296 

Ethyl 4-{8-terf-butyl-6-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 t 3-dihydro-isoindol-2-yl)-acetyll-2,3-dihydro-benzo 
[1 ,4]oxazin-4-yl}-4-oxo-butanoate hydrobromide 

[2206] MS:m/e(ESI)593.6(MH+) 

Example 1297 

2-[2-(7-fe/t-Butyl-3,3-dimethyl-23-dihydrO'benzo[b]thiophen-5-yl)-2-oxo-ethyll-6-ethoxy-3-im 
isoindole-5-acetic acid methylamide hydrobromide 

[2207] MS:m/e(ESI)494.5(MH+) 

Example 1298 

{2-[(Acetyl-methyl-amino)-methyl]-6-ferf-butyl-4-[2- (74luoro-1-imino-5,6-dimethoxy-1 .S-dihydro-isoindol^-yl)- 
acetyl]-phenoxy}-acetic acid hydrobromide 

[2208] MS:m/e(ESI)544.5(MH+) 

Example 1299 

2-(7-Fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-1 -(1 ,3,3-trimethyl-2,3-dihydro-1 H-indol-5-yl)-ethanone 
hydrobromide 

[2209] MS:m/e(ESI)412.4(MH+) 
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Example 1300 

1 -[3-tert-Butyl-4-(1 H-tetrazot-5-ylmethoxy)-phenyl]-2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[2210] MS:m/e(ESI)483.4(MH+) 

Example 1301 

{2-[(Acety)HTiethyl-amino)-methyl]-6-fe^^^ 
acetyl]-phenoxy}-acetic acid hydrobromide 

[2211] MS:m/e(ESI)558.5(MH+) 

Example 1302 

(AcetyH3-tertbutyl-5-[2-(2-ethyl-7-M 
acetic acid hydrobromide 

[2212] MS:m/e(ESI)481.1(MH+) 

Example 1303 

{3-teAt-Butyl-5-[2-(2-ethyl-7-imino-5 ) 7-dihydro- pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-2-hydroxy-benzylamino}-acetic acid 
hydrobromide 

[2213] MS:m/e(ESI)439.1 (MH+) 
Example 1304 

4^3-te^Butyl-5-[2-(2-ethyl-7Hmino-57-dih^ acid 
hydrobromide 

[2214] MS:m/e(ESI)454.2(MH+) 
Example 1305 

4^3-te^Butyl-5-[2-(2-ethyl-7-imino-57-dih^ 
hydrobromide 

[221 5] MS:m/e(ESI)453.2(MH+) 
Example 1306 

4-{2-te^Butyl-4-[2-(2-ethyl-7-imino-57-dihydro-pyrrolo[3 ) 9-b]pyridin-6-yl)-acetyl]-6-methoxy-phen acid 
hydrobromide 

[2216] MS:m/e(ESI)468.3(MH+) 
Example 1307 

4-{2-tertButyl-442-(2-ethyl-7-imino-5^ 
hydrobromide 

[221 7] MS:m/e(ESI)467.4(MH+) 
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Example 1308 

1-(8-tert-Butyl-4,4-dimethyl-1,1-dioxo pyrrolo[3,4-b] 
pyridin-6-yl)-ethanone hydrobromide 

[2218] MS:m/e(ESI)468.4(MH+) 

Example 1309 

1-(8-terfButyl-4,4-dimethylK:hroman-6^ 
hydrobromide 

[2219] MS:m/e(ESI)420.4(MH+) 
Example 1310 

{2-te/t-Butyl^-[2-(2-ethyl-7-imino-57-dihydro-pyiTolo[3,4-b]pyridin-6-yi)-a acid hydrobromide 

[2220] MS:m/e(ESI)394.4(MH+) 
Example 1311 

{2-tert-Butyl-4-[2-(2-ethyl-7-imino-5J<lihydro-pyro^ acid 
hydrobromide 

[2221] MS:m/e(ESI)492.4(MH+) 
Example 1312 

2^2-tertButyl-4-[2-(2-ethyl-7-imino-57-dih^ acid 
hydrobromide 

[2222] MS:m/e(ESI)424.4(MH+) 
Example 1313 

[2-fe/t-Butyl-442-(2-ethyl-7-imino-57-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-acetyl]-6-(methanesulfon 
phenoxy] -acetic acid hydrobromide 

[2223] MS:m/e(ESI)51 7.4(MH+) 

Example 1314 

(Acetyl-{3-fert-butyl-5-[2-(5-ethoxy-1-imino-6-m^ 
amino)-acetic acid hydrobromide 

[2224] MS:m/e(ESI)553.5(MH+) 

Example 1315 

{3-tert-Butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2>yl)-acetyl1-2-hydroxy-benzylamino}- 
acetic acid hydrobromide 

[2225] MS:m/e(ESI)51 1 .5(MH+) 
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Example 1316 

4-(3-te^Butyl-5-[2-(5-ethoxy-1-imino-6-methylc^ 
butanoic acid hydrobromide 

[2226] MS:m/e(ESI)526.5[MH+) 

Example 1317 

24243-tert-Butyl-5-(3-cait»amoyl-pro^ 
isoindole-5-acetic acid methylamide hydrobromide 

[2227] MS:m/e(ESI)525.5(MH+) 

Example 1318 

442-tertButyl-4^2-(5-ethoxy-lHmino-6HTiefo^^ 
butanoic acid hydrobromide 

[2228] MS:m/e(ESI)540.5(MH+) 

Example 1319 

2^2-[3-fe^Butyl^-(3-caroamoyl-propoxy)-^^ 
isoindole-5-acetic acid methylamide hydrobromide 

[2229] MS:m/e(ESI)539.5(MH+) 

Example 1320 

2-[2-(8-ferf-Butyl-4,4-dimethyl-1 ,1"dioxo-1lambda*6*-thiochroman-6-yl)-2-oxo-ethyl]-6-ethoxy-3-imino-2 > 3-dihydro- 
1H-isoindole-5-acetic acid methylamide hydrobromide 

[2230] MS:m/e(ESI)540.5(MH+) 

Example 1321 

2-[2-(8-tertButyl-4,4-dimethyl-chrom acid 
methylamide hydrobromide 

[2231] MS:m/e(ESI)492.5(MH+) 

Example 1322 

{2-ferf-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl}-acetic acid 
hydrobromide 

[2232] MS:m/e(ESi)466.4(MH+) 
Example 1323 

{2-terf-Butyl-4-[2-(5'ethoxy-1-imino-6-methylcarbamoyl-1 ^-dihydro-isoindol^-yQ-acetyll-e-thiophen^-yl'phenoxy}- 
acetic acid hydrobromide 

[2233] MS:m/e(ESI)564.5(MH+) 
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Example 1324 

[2-tert-ButyM-f2-(5-ethoxy-1-imino-6-m 
amino)-phenoxy]-acetic acid hydrobromide 

[2234] MS:m/e(ESI)589.5(MH+) 

Example 1325 

4^3-tertButyl-542-(6-carbamoyl-5-ethoxy-1^ 
acid hydrobromide 

[2235] MS:m/e(ESI)512.5(MH+) 

Example 1326 

2^2-[3-fert-Butyl-5-(3-cartoamoyl-propoxy^ 
isoindole-5-carboxamide hydrobromide 

[2236] MS:m/e(ESI)51 1 .5(MH+) 

Example 1327 

4^2-tertButyl-4-[2-(6-caroamoyl-5-ethoxy-1-i^ 
acid hydrobromide 

[2237] MS:m/e(ESI)526.4(MH+) 

Example 1328 

2^243-fe/t-ButyM-(3-cartamoyl-propoxy)-5-methoxy-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2,^ 
isoindole-5-carboxamide hydrobromide 

[2238] MS:m/e(ESI)525.4(MH+) 

Example 1329 

2-[2-(8-fertButyl-4,4-dimethyl-1,1-dioxo-1lam 
1 H-isoindole-5-carboxamide hydrobromide 

[2239] MS:m/e(ESi)526.2(MH+) 

Example 1330 

242-(8-tertButyl-4,4-dimethyl-chroman-6-yl)^^^ 
hydrobromide 

[2240] MS:m/e(ESI)478.4(MH+) 
Example 1331 

4^3-fertButyl-5H;2-(5,6<liethoxy-7-fluoro-1-imi^^ 
acid hydrobromide 

[2241] MS:m/e(ESI)531 .4(MH+) 
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Example 1332 

4^3-fertButyl-5-f2-(5,6-diethoxy-7-fl^^ 
hydrobromide 

[2242] MS:m/e(ESI)530.4(MH+) 
Example 1333 

4^2-tertButyl-4-[2-(5 ) 6-diethoxy-7-fluoro^ 
acid hydrobromide 

[2243] MS:m/e(ESI)545.4(MH+) 

Example 1334 

442-fertButyl-4-[2-(5,6-diethoxy-7-fluo^ 
hydrobromide 

[2244] MS:m/e(ESI)544.4(MH+) 
Example 1335 

1 -(8-tert-Butyl-4,4-dimethyl-1 ,1 -dioxo-1 lambda*6Mhiochroman-6-yl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro- 
isoindol-2-yl)-ethanone hydrobromide 

[2245] MS:m/e(ESI)545.4(MH+) 

Example 1336 

l-tS-ferf-Butyl^^-dimethyl^hroman-S-yQ^-tS^-diethoxy^-fluoro-l-iminO'l^ 
hydrobromide 

[2246] MS:m/e(ESI)497.4(MH+) 
Example 1337 

{2-tertButyl-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl}-acetic acid hydrobromide 
[2247] MS:m/e(ESI)471 .4(MH+) 
Example 1338 

{2-fer^Butyl-4-r2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-thiophen-2-yl-phenoxy}-acetic 
acid hydrobromide 

[2248] MS:m/e(ESI)569.3(MH+) 

Example 1339 

242-tertButyl-4-[2-(5 > 6-diethoxy-7-fluoro-1-^ acid 
hydrobromide 

[2249] MS:m/e(ESI)501 .4(MH+) 
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Example 1340 

[2-tertButyM-[2-(5,6<iiethoxy-7-fluoro-1-imi^ 
phenoxyl-acetic acid hydrobromide 

[2250] MS:m/e(ESI)594.4(MH+) 

Example 1341 

{6-[2-(5,6-Diethoxy-7-fiuoro-1-imino-1,3-dthydro^^ 

1- yl}-acetic acid hydrobromide 

[2251] MS:m/e(ESI)512.3(MH+) 
Example 1342 

(Acetyl43-tert-butyl-5-[2-(7-fluoro-1-imino-5,6-d^ 
amino)-acetic acid hydrobromide 

[2252] MS:m/e(ESI)530.4(MH+) 

Example 1343 

{3-fe^Butyi-5-[2-(7-fluoro-1-imino^ 
acid hydrobromide 

[2253] MS:m/e(ESI)488.3(MH+) 

Example 1344 

{2-terf-Butyl-4-[2-(7-fluoro-1-imino-5,6-dimethoxy- 1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl}-acetic acid hydrobromide 
[2254] MS:m/e(ESI)443.3(MH+) 
Example 1345 

{2-tertButyl-4-[2-(7-fluoro-1-imino-5,6-di 
acid hydrobromide 

[2255] MS:m/e(ESI)541 .4(MH+) 

Example 1346 

2- {2-terr-Butyl-4-[2-(7-fluoro-1-imino-5 > 6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy)-propionic acid 
hydrobromide 

[2256] MS:m/e(ESI)473.3(MH+) 
Example 1347 

{S-^-^-Fluoro-l-imino-S^Hdimethoxy-l^-dih^ 
1 -yl}-acetic acid hydrobromide 

[2257] MS:m/e(ESI)484.3(MH+) 
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Example 1348 

{2-tert-Butyl-4-[2-(5 t 6-diethoxy-7-fl^^ 
acid hydrobromide 

[2258] MS:m/e(ESI)530.1(MH+) 

Example 1349 

{2-fert-Butyl^-[2-(6-catl3amoyl-5-ethoxy^ phenoxy}-acetic 
acid hydrobromide 

[2259] MS:m/e(ESI)51 1 .2(MH+) 

Example 1350 

{2-te/t-Butyl-6-dimethylamino-4-[2-(1-imino-5-isopropoxy-6-methylcarbamoyl-1 ^-dihydro-isoindol^-y^-acetyl]- 
p h en oxy}- acetic acid hydrobromide 

[2260] MS:m/e(ESI)539.3(MH+) 

Example 1351 

{2-ferf-Butyl-6-dimethylamino-4-[2-(1-imino-6-methylcarbamoyl-5-propoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]- 
phenoxy}-acetic acid hydrobromide 

[2261] MS:m/e(ESI)539.3(MH+) 

Example 1352 

{2>te/t-Butyl-6-dimethylamino-4-[2-(1-imino-5-methoxy-6-methylcarbamoyl'1 ,3-dihydro-isoindol-2-yl)-acetyl]- 
phenoxy}-acetic acid hydrobromide 

[2262] MS:m/e(ESI)511.4(MH+) 

Example 1353 

{2-ferf-Butyl-6-dimethylamino-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1,3-dihydro-isoindol-2-yl)-ace 
acetic acid hydrobromide 

[2263] MS:m/e(ESI)525.4(MH+) 

Example 1354 

{2-tert-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1-im^ 
acid hydrobromide 

[2264] MS:m/e(ESI)558.4(MH+) 

Example 1355 

{2-tert-Butyl-4-[2-(6-carbamoyl-5-ethoxy-1^ 
acid hydrobromide 

[2265] MS:m/e(ESI)539.4(MH+) 
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Example 1356 

{2-ter^Butyl"6-diethylamino-9-[2-(1'iminO"5Hsopropoxy-6'methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]- 
phenoxy}-acetic acid hydrobromide 

[2266] MS:m/e(ESI)567.5(MH+) 

Example 1357 

{2-te/f-Butyl-6-diethylamino-4-[2-(1-imm 
acetic acid hydrobromide 

[2267] MS:m/e(ESI)567.5(MH+) 

Example 1358 

{2-fert-Butyl-6-diethylamino-4-[2-(1-imino-5-m^ 
acetic acid hydrobromide 

[2268] MS:m/e(ESI)539.5(MH+) 

Example 1359 

(Acetyl-{2-terf-butyl-4-[2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyi]-phenyl}-amino)-acetic acid 
hydrobromide 

[2269] MS:m/e(ESl)528.5(MH+) 
Example 1360 

(AcetyH2-te/t-butyl-4-[2-(3-ethoxy-7-imino-2,4-dim^ 
amino)-acetic acid hydrobromide 

[2270] MS:m/e(ESI)495.5(MH+) 

Example 1361 

(AcetyH2-tert-butyl-4-[2-(6-caroamoyl-5-ethoxy-1-im^ acid 
hydrobromide 

[2271] MS:m/e(ESI)509.5(MH+) 
Example 1362 

(Acefyl-{2-tert-butyl-4-[2-(1-imino-5-isopropoxy-6-m 
acetic acid hydrobromide 

[2272] MS:m/e(ESI)537.5(MH+) 

Example 1363 

(AcetyK2-tertbutyl-4-[2-(1-imino-6-methylcarb^ 
acetic acid hydrobromide 

[2273] MS:m/e(ESI)537.5(MH+) 
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Example 1364 

(AcetyH2-tert-butyl-442-(1-imino-5-methoxy-6-m 
acetic acid hydrobromide 

[2274] MS:m/e(ES!)509.5(MH+) 

Example 1365 

({2-te/t-Butyl-442-(5,6-diethoxy-7-fluo^ acid 
hydrobromide 

[2275] MS:m/e(ESI)500.5(MH+) 
Example 1366 

({2-tert-Butyl-4-[2-(3-ethoxy-7-imino-2^ 
amino)-acetic acid hydrobromide 

[2276] MS:m/e(ESI)467.5(MH+) 

Example 1367 

({2-fe/t-Butyi-4-[2-(6-cart»amoyl-5-etho^ 
acid hydrobromide 

[2277] MS:m/e(ESI)481 .5(MH+) 

Example 1368 

({2-fe^Butyl-4-[2-(1-imino-5-isopropoxy-6-methylcarbamoyl-1,3-dihydro-isoindol-2-yl)-acetyl]-p 
amino)-acetic acid hydrobromide 

[2278] MS:m/e(ESI)509.5(MH+) 

Example 1369 

({2-feff-Butyl-4-[2-(1-imino-6-methylcarbamoyl-5-propoxy'1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl}-methyl'amino)- 
acetic acid hydrobromide 

[2279] MS:m/e(ESI)509.5(MH+) 

Example 1370 

({2-ferf-Butyl-4-[2-(1-imino-5-methoxy-6- methylcarbamoyl-1 .S-dihydro-isoindol^yO-acetylj-phenyll-methyl-amino)- 
acetic acid hydrobromide 

[2280] MS:m/e(ESI)481 .5(MH+) 

Example 1371 

1-(3'te/t-Butyl-4-hydroxy-5-isopropoxy-phenyl)>2>(5,6-diethoxy-7-fluoro-1-imirio-1 ,3-dihydro-isoindol-2-yl)-ethanone 
hydrobromide 

[2281] MS:m/e(ESI)487.5(MH+) 
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Example 1372 

2- [2-(3-tert-Butyl-4-hydroxy-5-isopropox^ 
5-carboxamide hydrobromide 

[2282] MS:m/e(ESI)468.5(MH+) 

Example 1373 

7-fe/t-Butyl-942-(2-ethyl-7-imino-5J-dlhydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-6-oxa-10 
hydrobromide 

[2283] MS:m/e(ESI)457.4(MH+) 
Example 1374 

{8-te^Butyl-6-[2-(2-ethyl-7-imino-^ 
4-yl}-acetic acid hydrobromide 

[2284] MS:m/e(ESI)465.4(MH+) 

Example 1375 

3- (8-te/t-Butyl-6-[2-(2-ethyl-7-imino-57-dihy^ benzo[1 ,4]oxazin- 

4- yl}-propionic acid hydrobromide 

[2285] M S : m/e(E S 1)465. 4(MH+) 
Example 1376 

2^8-tertButyl-6-[2-(2-ethyl-7-jmino-57^ ,4]oxazin- 
4-yl}-propionic acid hydrobromide 

[2286] MS:m/e(ESI)465.4(MH+) 

Example 1377 

2-{8-te^Butyl-642-(2-ethyl-7Hmino-57-dih^ ,4]oxazin- 
4-yl}-2-methyl-propionic acid hydrobromide 

[2287] MS:m/e (ESI) 479.5 (MH+) 

Example 1378 

2-[2-(7-te^Butyl-4-oxo-4,5-dihydro-6-oxa-10b-aza-benzo[elazute^ 
1H-isoindole-5-acetic acid methylamide hydrobromide 

[2288] MS:m/e(ESI)529.5(MH+) 

Example 1379 

{8-ferf-Butyl-6-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydroHSoindol-2-yl)-acetyl]-3-oxo-2,3-dihydro-benzo 
[1 ,4]oxazin-4-yl}-acetic acid hydrobromide 

[2289] MS:m/e(ESI)537.5(MH+) 
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Example 1380 

3^8-terf-Butyl-6-[2-(5-ethoxy-1-imino-6'methylcarbamoyl-1 ^-dihydro-isoindol^-yQ-acetyll^.S-dihydro-benzofl^] 
oxazin-4-yl}-propionic acid hydrobromide 

[2290] MS:m/e(ESI)537.5(MH+) 

Example 1381 

7-terNButyl-9-[2-(5,6-diethoxy-7-fluoro^ 
4-one hydrobromide 

[2291] MS:m/e(ESI)534.5(MH+) 

Example 1382 

/-te/t-Butyl-Q-^-CS^-diethoxy-Z-fluoro-l-imino-l ^-dihydro-isoindol^-yQ-acetyll-S-oxa-IOb-aza-benzotelazulen- 

4- one hydrobromide 

[2292] MS:m/e(ESI)542.5(MH+) 
Example 1383 

5- jS-terf-Butyl-S-^^S^-diethoxy-y-fluoro-l-imino-l .S-dihydro-isoindol^-yQ-acetylj^^-dihydro-benzotl ,4]oxazin- 
4-yl}-propionic acid hydrobromide 

[2293] MS:m/e(ESI)542.5(MH+) 

Example 1384 

7-te/t-Butyl-9-[2-(7-fluoro-1-imino-5,6<lim^ 
4-one hydrobromide 

[2294] MS:m/e(ESI)506.4(MH+) 

Example 1385 

{8-terf-Butyl-642-(7-fluoro-1-imino-5,6-dimethoxy-1 ) 3-dihydro-isoindol-2-yl)-acetyl]-3-oxo-2 > 3-dihy 
oxazin-4-yl}-acetic acid hydrobromide 

[2295] MS:m/e(ESI)514.4(MH+) 

Example 1386 

3- {8-terf-Butyl-6-[2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2 t 3-dihydro-benzo[1 ,4]oxazin> 

4- yl}-propionic acid hydrobromide 

[2296] MS:m/e(ESI)51 4.4(MH+) 
Example 1387 

3^3-fertButyl-5-[2-(2-ethyl-7-imino-57-^ 
acid hydrobromide 

[2297] MS:m/e(ESI)453.4(MH+) 
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Example 1388 

3- (Acetyl-{3-tert-butyl-5-[2-(2-ethy^ 
propionic acid hydrobromide 

[2298] MS:m/e(ESI)495.4(MH+) 

Example 1389 

{2-tert-Butyl-4-[2-(2-ethyl-7-imino^ 
acetic acid hydrobromide 

[2299] MS:m/e(ESI)453.4(MH+) 

Example 1390 

4- {8-ter/-Butyl-6-[2-(2-ethyl-7-imino-5,7-dihydro- pyrrolop^-blpyridin-e-yQ-acetyn^^-dihydro-benzotl ,4]oxazin- 

4- yl}-butanoic acid hydrobromide 

[2300] MS:m/e(ESI)479.4(MH+) 
Example 1391 

442-te^Butyl-4-[2-(2-ethyl-7-imino-57-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-acetyi]-6-pyTO 
acid hydrobromide 

[2301] MS:m/e(ESI)507.5(MH+) 

Example 1392 

5- {2-fertButyl-4-[2-(2-ethyl-7Mmino-5y-dih^ 
pentanoic acid hydrobromide 

[2302] MS:m/e(ESI)521 .5(MH+) 

Example 1393 

[2-fe/t-ButyM-[2-(2-ethyl-7-imino-5y-dihydro-^^ 
acetic acid hydrobromide 

[2303] MS:m/e(ESI)493.4(MH+) 

Example 1394 

4-{2-tertButyl-4-[2-(2-cyclopropyl-7-imino-^ 
butanoic acid hydrobromide 

[2304] MS:m/e(ESI)51 9.5(MH+) 

Example 1395 

S^-te^ButyM-^^-cyclopropyl^-imino-Sy'dihydrO'pyrrolotS^-blpyridiri-S-yO-acetyn-S- pyrrolidin-1-yl-phenoxy}- 
pentanoic acid hydrobromide 

[2305] MS:m/e(ESI)533.5(MH+) 
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Example 1396 

3^3-fef^Butyl-542-(5-dimethylam^no-1-imino-6-m 
benzylamino}-propionic acid hydrobromide 

[2306] MS:m/e(ESI)524.2<MH+) 

Example 1397 

3- (Acetyl-{3-te^butyl-5-[2-(5-dimet^ 
2-hydroxy-benzyl}-amino)-propionic acid hydrobromide 

[2307] MS:m/e(ES1)566.5(MH+) 

Example 1398 

{2'ferr-Butyl"4-[2-(5-dimethylamino-1-imino-6'methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]- 
6-methylaminomethyl-phenoxy}-acetic acid hydrobromide 

[2308] MS:m/e(ESI)524.4(MH+) 

Example 1399 

448-tertButyl-6^2-(5-dimethylamino-1-imino^ 
benzo[1 ,4]oxazin-4-yl}-butanoic acid hydrobromide 

[2309] MS:m/e(ESI)550.5(MH+) 

Example 1400 

4- {2-tertButyl-4-[2-(5-dimethylamino-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6- pyrrolidin-1 -yl- 
phenoxy)-butanoic acid hydrobromide 

[2310] MS:m/e(ESI)578.5(MH+) 

Example 1401 

5- {2-terf-Butyl-4-[2-(5-dimethylamino-lHmino-6-methylcarbamoyl-1 ,3<lihydro-isoindol-2-yl)-acetyl]-6-pyrrolidiri-1-yl- 
phenoxy}-pentanoic acid hydrobromide 

[2311] MS:m/e(ESI)592.6(MH+) 

Example 1402 

[2-tert-Butyl-442-(5-dimethylamino-1-imino-6-m 
lidin-1-yl)-phenoxy]-acetic acid hydrobromide 

[2312] MS:m/e(ESI)564.5(MH+) 

Example 1403 

{2-tert-Butyl-6-dimethylamino-4-[2-(5-dimethylam 
phenoxy}-acetic acid hydrobromide 

[2313] MS:m/e(ESI)524.5(MH+) 
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Example 1404 

3-{3-tertButyl-542-(5-ethoxy-1-imino-6-m 
propionic acid hydro bromide 

[2314] MS:m/e(ESI)525.5(MH+) 

Example 1405 

3- (Acetyl-{3-tert-butyl-5-[2-(5-ethoxy-lH hydroxy- 
benzyl}-amino)-propionic acid hydrobromide 

[2315] MS:m/e(ESI)567.5(MH+) 

Example 1406 

{2-fe/t-Butyl^-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1,3-dihydroHSoindol-^ 
phenoxy}-acetic acid hydrobromide 

[2316] MS:m/e(ESI)525.5(MH+) 

Example 1407 

4^8-fertButyl-6-[2-(5-ethoxy-1-imino-6-m 
oxazin-9-yl}-butanoic acid hydrobromide 

[2317] MS:m/e(ESI)551 .5(MH+) 

Example 1408 

4- {2-terf-Butyl-4-[2-(6-carbamoyl-5-ethoxy-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl1-6-pyrrolidin-1-yl-phenoxy}- 
butanoic acid hydrobromide 

[231 8] MS:m/e(ESI)565.5(MH+) 

Example 1409 

5- {2-terf-Butyl-4-[2-(6-carbamoyl-5-ethoxy-lHmino-1 t 3-dihydro-isoindol-2-yl)-acetyl]-6-pyrrolidin-1>yl-phenoxy}- 
pentanoic acid hydrobromide 

[2319] MS:m/e(ESI)579.5(MH+) 

Example 1410 

[2-tert-Butyl^-[2-(6-carbamoyl-5-ethoxy^ 
phenoxy]-acetic acid hydrobromide 

[2320] MS:m/e(ESI)551 .4(MH+) 

Example 1411 

3^3-te^Butyl-542-(5,6<liethoxy-7-fluoro-1-^ 
propionic acid hydrobromide 

[2321] MS:m/e(ESI)530.5(MH+) 
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Example 1412 

3- (Acetyl-{3-te/t-buWI-542-(5 t 6-^ 
amino)-propionic acid hydrobromide 

[2322] MS:m/e(ESI)572.5(MH+) 

Example 1413 

{2-fert-Butyl-4-[2-(5,6-diethoxy-7-fl^ 
acetic acid hydrobromide 

[2323] MS:m/e(ESI)530.5(MH+) 

Example 1414 

4^8-fef^Butyl-6-[2-(5,6<^iethoxy-7-fluoro-1-^ 

4- yl}-butanoic acid hydrobromide 

[2324] MS:m/e(ESI)556.5(MH+) 
Example 1415 

S^S'terf-Butyl'S^^-tZ-fluoro-l-imino-S^-dimethoxy-l .S-dihydro-isoindol^-yiyacetylj^-hydroxy-benzylamino)- 
propionic acid hydrobromide 

[2325] MS:m/e(ESI)502.4(MH+) 

Example 1416 

3- (Acetyl-{3^e/t'butyl-5'[2-(7-fluoro-1-imino-5 > 6-dimethoxy-1 t 3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxy-benzyl}- 
amino)-propionic acid hydrobromide 

[2326] MS:m/e(ESI)544.4(MH+) 

Example 1417 

{2-fert-Butyl-4-[2-(7-fluoro-1-imino-5,6<limeth^ 
acetic acid hydrobromide 

[2327] MS:m/e(ESI)502.4(MH+) 

Example 1418 

4- {8-terf-Butyl-6-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2 ( 3-dihydro-ben2o[1 ,4]oxazin- 
4-yl}-butanoic acid hydrobromide 

[2328] MS:m/e(ESI)528.4(MH+) 

Example 1419 

4-{2-terf-Butyl>4-[2'(7-fluoro-1-imino-5 > 6"dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-pyrrolidin-1-yl-phenoxy}- 
butanoic acid hydrobromide 

[2329] MS:rrt/e(ESI)556.4(MH+) 
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Example 1420 

5^2-tertButyl-4-[2-(7-fluoro-1-imm^ 
pentanoic acid hydrobromide 

[2330] MS:m/e(ESI)570.5(MH+) 

Example 1421 

[2-tert-ButyM42-(7-fluoro-1-imino-5,6^ 
phenoxy]-acetic acid hydrobromide 

[2331] MS:m/e(ESI)542.4<MH+) 

Example 1422 

[2-fe/t-ButyM-[2-(2-cyclopropyl-7-imino-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acety 
phenoxy]-acetic acid hydrobromide 

[2332] MS:m/e(ESI)507.4(MH+) 

Example 1423 

[2-tert-Butyl^-[2-(5-ethoxy-1-imino-6-m 
1 -yl)-phenoxy]-acetic acid hydrobromide 

[2333] MS:m/e(ESI)567.4(MH+) 

Example 1424 

[2-te/t-ButyM-[2-(5-dimethylamino-lH 
pyrrolidin-1-yl)-phenoxy]-acetic acid hydrobromide 

[2334] MS:m/e(ESI)566.5(MH+) 

Example 1425 

[2-fer/-Butyl-4-[2-(5,6-diethoxy-7-fluorO'lHmino-1 ,3-dihydro-isoindol-2-yl)-acetyll-6-(3-hydroxy-pyrrolidin>1-yl)- 
phenoxyl-acetic acid hydrobromide 

[2335] MS:m/e(ESI)572.4(MH+) 

Example 1426 

[2-terf-Butyl-4-[2-(7-fluoro-lHmino-5^ 
phenoxy]-acetic acid hydrobromide 

[2336] MS:m/e(ESI)544.4 (MH+) 

Example 1427 

(H3-te^Butyl-5-[2-(2-cyclopropyl-7Mmino-57^ 
pyrrolidin-3-yloxy)-acetic acid hydrobromide 

[2337] MS:m/e(ESI)507.1(MH+) 
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Example 1428 

(1-{3-tert-Butyl-5-f2-(5-ethoxy-1^ 
pyrrolidin-3-yloxy)-acetic acid hydrobromide 

[2338] MS:m/e(ESI)567.2(MH+) 

Example 1429 

(1-{3-ferf-Butyl-542-(5-dimethylamino^ 
phenyl}-pyrrolidin-3-yloxy)-acetic acid hydrobromide 

[2339] MS:m/e(ESI)566.3(MH+) 

Example 1430 

(1 -{3-te/t-Butyl-5-[2-(5,6-diethoxy-7-f luoro-1 -imino-1 .S-dihydro-isoindol^-yQ-acetyll^-hydroxy-phenyl}- pyrrolidin- 
3-yloxy)-acetic acid hydrobromide 

[2340] MS:m/e(ESI)572.3(MH+) 

Example 1431 

(1-{3-te^Butyl-5-[2-(7-fluoro-1-imino-5,6^^ 
3-yloxy)-acetic acid hydrobromide 

[2341] MS:m/e(ESI)544.3(MH+) 

Example 1432 

H3-tertButyl-5<2-(2-cyclopropyl-7-imino-5y-^ 
pyrrolidine-2-carboxylic acid hydrobromide 

[2342] MS:m/e(ESI)505.4(MH+) 

Example 1433 

1-{3-terf-Butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxy-benzyl}-5-oxo 
pyrrolidine-2-carboxylic acid hydrobromide 

[2343] MS:m/e(ESI)565.4(MH+) 

Example 1434 

H3-fertButyl-5H;2-(5<iimethylamino-1^ 
benzyl}-5-oxo-pyrrolidine-2-carboxylic acid hydrobromide 

[2344] MS:m/e(ESI)564.4(MH+) 

Example 1435 

H3-fertButyl-5-[2-(5,6-diethoxy-7-fluom 
pyrrolidine-2-carboxylic acid hydrobromide 

[2345] MS:m/e(ESI)570.4(MH+) 
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Example 1436 

H3-rerf-Butyl-5-[2-(7-fluoro-1-imino-5,6~dimethoxy-1 ^-dihydro-isoindol-g-yQ-acetyll-a-hydroxy-benzy^-S-oxO" 
pyrrolidine-2-carboxylic acid hydrobromide 

[2346] MS:m/e(ESI)542.4(MH+) 

Example 1437 

{2-Cyclopentyl-4-[2-(5 t 6-diethoxy-7-fluoro-1 -imino-1,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}-acetic acid 
hydrobromide 

[2347] MS:m/e(ESl)499.3(MH+) 
Example 1438 

{2-Cyclopentyl-4-[2-(2^yclopropyl-7-imino-5y-dihydro-pyrrolo[3 ) 4-b]pyridin-6-yl)-acetyl]-ph acid 
hydrobromide 

[2348] MS:m/e(ESI)434.3(MH+) 
Example 1439 

1-(7-tert-Butyl-2-methyl-benzoxazol-5-yl)-2-(5,6^ 
hydrobromide 

[2349] MS:m/e(ESI)468.4(MH+) 
Example 1440 

1-(7-terf-Butyl-2-methyl-benzoxazol-5-yl)-2-(2- cyclopropyl-7-imino-5 t 7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-ethanone 
hydrobromide 

[2350] MS:m/e(ESI)403.4(MH+) 
Example 1441 

4-{2-tertButyl-4-[2-(5-dimethylamino-1-imino-6^ 
phenoxyj-butanoic acid hydrobromide 

[2351] MS:m/e(ESI)539.5(MH+) 

Example 1442 

4^2-tertButyl-4^2-(2-cyclopropyl-7-imino-5 l 7-dihydro^ 
butanoic acid hydrobromide 

[2352] MS:m/e(ESI)480.4(MH+) 

Example 1443 

2^2-[3-tert-Butyl^-(3-cartoamoyl-propoxy)-5-m 
isoindole-5-carboxylic acid methylamide hydrobromide 

[2353] MS:m/e(ESI)538.5(MH+) 
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Example 1444 

4^2-tertButyl-4^2-(2-cyclopropyl-7-imino-^ 
butylamide hydrobromide 

[2354] MS:m/e(ESI)479.5(MH+) 

Example 1445 

{2-ferf-Butyl-4-[2-(6-carbamoyl-5>ethoxy-1-imino-1 > 3- dihydro-isoindol'2'yl)-acetyl]-6-morpholin>4-yl-phenoxy}-acetic 
acid hydrobromide 

[2355] MS:m/e(ESI)553.5(MH+) 

Example 1 446 

{2-tert-Butyl^42-(2-cyclopropyl-7-imino-^ 
acetic acid hydrobromide 

[2356] MS:m/e(ESI)507.5(MH+) 

Example 1447 

242-[3-(Acetyl-methyl-amino)-5-ferf-butyl-4-^^ 
2,3-dihydro-1H-isoindole-5-acetic acid methylamide hydrobromide 

[2357] MS:m/e(ESI)580.6(MH+) 

Example 1448 

4^3-fertButyl-2-hydroxy-5-[2-(1-imino-1,3-dihyd^ hydrobromide 
[2358] MS:m/e(ESI)424.1 (MH+) 
Example 1449 

4-{3-tertButyl-5-[2-(6-ethoxy-1-imino-1,3-dih^ 
hydrobromide 

[2359] MS:m/e(ESI)468.2(MH+) 
Example 1450 

4-{3-terf-Buty(-5-[2-(5-ethoxy-1-imino-1 > 3-dihydro- isoindol-2-yl)-acetyl]-2-hydroxy-phenoxy}-butylamide 
hydrobromide 

[2360] MS:m/e(ESI)468.3(MH+) 
Example 1451 

4-{3-terf-Butyl-2-hydroxy-5-[2-(1-imino-5-methoxy-1 ^-dihydro-isoindol^-yO-acetyll-phenoxyl-butylamide 
hydrobromide 

[2361] MS:m/e(ESI)454.3(MH+) 
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Example 1452 

4^3-tertButyl-542-(6-fluoro-lHmino^ hydrobromide 
[2362] MS:m/e(ESI)442.3(MH+) 
Example 1453 

4^3-fertButyl-542-(5-ethoxy-7-fluoro-lM 
hydrobromide 

[2363] MS:m/e(ESI)486.4(MH+) 
Example 1454 

4^3-tert-Butyl-5-[2-(1-imino-1 > 3-dih^^ hydrobromide 
[2364] MS:m/e(ESI)438.4(MH+) 
Example 1455 

4^3-tertButyl-542-(6-ethoxy-1-imino-1,3<lihydro^^ 
hydrobromide 

[2365] MS:m/e(ES!)482.5(MH+) 
Example 1456 

4-{3-ter^Buty^-5-[2-(5-ethoxy-1-imino-1 i ^^ 
hydrobromide 

[2366] MS:m/e(ESI)482.5(MH+) 
Example 1457 

4-{3-ferf-Butyl-5-[2-(1-imino-5-methoxy-1 .S-dihydro-isoindol^-yQ-acetyn^-methoxy-phenoxyl-butylamide 
hydrobromide 

[2367] MS:m/e(ESI)468.4(MH+) 
Example 1458 

4-{3-tertButyl-5-[2-(6-fluoro-1-imino-1>dihyd^ hydrobromide 
[2368] MS:m/e(ESI)456.4(MH+) 
Example 1459 

4-{3-terf-Butyl-5-[2-(5-ethoxy-7-fluoro-1-iminO'1 ,3-dihydro-isoindol-2-yl)-acetyi]-2-methoxy-phenoxy}-butyiamide 
hydrobromide 

[2369] MS:m/e(ESI)500.5(MH+) 
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Example 1460 

[2-tert-Butyl-4-[2-(6-ethoxy-1-imino-1 t 3-dihydro-isoindol-2-yl)-acetyl]'6-(3-hydroxy"pyrrolidin-1-yl)-phenoxy]-acetic 
acid hydrobromide 

[2370] MS:m/e(ESI)510.4(MH+) 

Example 1461 

[2-fert-Butyt-4-[2-(5-ethoxy-1-imino-1,3-dihydro^^ 
acid hydrobromide 

[2371] MS:m/e(ESl)510.4(MH+) 

Example 1462 

{2-fert-Butyl-6-(3-hydroxy-pyrrolidin-1-yP 
acid hydrobromide 

[2372] MS:m/e(ESI)496.4(MH+) 

Example 1463 

[2-fertButyl^-[2-(6-fluoro-1-imino-1,3-dihydro-iso^^^ 
acid hydrobromide 

[2373] MS:m/e(ESI)484.3(MH+) 

Example 1464 

[2-fe/t-Butyl-4-[2-(5-ethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-(3-hydroxy-pyrrolidin-1-yl)-phenoxy]- 
acetic acid hydrobromide 

[2374] MS:m/e(ESI)528.3(MH+) 

Example 1465 

(1 -{3-fert-Butyl-2-hydroxy-5-[2-(1 -imino-1 ^-dihydro-isoindol^-yQ-acetyll-phenylj'pyrrolidin'S-yloxyj-acetic acid 
hydrobromide 

[2375] MS:m/e(ESI)466.4 (MH+) 
Example 1466 

(1-{3-tert-Butyl-5-[2-(6-ethoxy-1 -imino-1 > 3-dihydrO'isoindol-2-yl)-acetyl]'2-hydroxy-phenyl}-pyrrolidin-3>yloxy)-acetic 
acid hydrobromide 

[2376] MS:m/e(ESI)51 0.4(MH+) 

Example 1467 

(1-{3-fertButyl-5-[2-(5-ethoxy-1-imino-1,3-dihy 
acid hydrobromide 

[2377] MS:m/e(ESI)51 0.4(MH+) 



435 



EP 1 391 451 A1 

Example 1468 

(1-{3-tert-Butyl-2-hydroxy-5-r2-(lH 
acetic acid hydrobromide 

[2378] MS:m/e(ESI)496.4(MH+) 

Example 1469 

(1-{3-terNButyl-5-[2-(6-fluoro-lHmi 
acid hydrobromide 

[2379] MS:m/e(ESI)484.4(MH+) 

Example 1470 

(1-{3-tert-Butyl-5-[2-(5-ethoxy-7-fl^^ 
3-yloxy)-acetic acid hydrobromide 

[2380] MS:m/e(ESI)528.3(MH+) 

Example 1471 

({3-ter£Butyl-5-[2-(5-ethoxy-1-imino-6- methytcarbamoyl-l^-dihydro-isoindoi^-yQ-acetyll^-hydroxy-benzyl}- 
methoxycarbonyl-amino)-acetic acid hydrobromide 

[2381] MS:m/e(ESI)569.5(MH+) 

Example 1472 

({3-ferf-Butyl-5-[2-(5-dimethylamino-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxy-benzyl}- 
methoxycarbonyl-amino)-acetic acid hydrobromide 

[2382] MS:m/e(ESI)568.5(MH+) 

Example 1473 

({3-fer/-Butyl-5-[2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxy-benzyl)- 
methoxycarbonyl-amino)-acetic acid hydrobromide 

[2383] MS:m/e(ESI)574.4(MH+) 

Example 1474 

({3-te/t-Butyl-5-[2-(7-fluoroOHminO'5 > 6-dimethoxy-1 > 3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxy-^ 
methoxycarbonyl-amino)-acetic acid hydrobromide 

[2384] MS:m/e(ESI)546.3(MH+) 

Example 1475 

({3-fert-Butyi-5-[2-(2-ethyl-7Hmino-57^ 
amino)-acetic acid hydrobromide 

[2385] MS:m/e(ESI)51 7.3(MH+) 
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Example 1476 

({3-fert-Butyt-5-[2-(5-ethoxyO-imino^ 
methanesulfonylamino)-acetic acid hydrobromide 

[2386] MS:m/e(ESI)589.4(MH+) 

Example 1477 

({3-fe^Butyl-5-[2-(5-dimethylami^ 
methanesuifonyl-amino)-acetic acid hydrobromide 

[2387] MS:m/e(ES!)588.4(MH+) 

Example 1478 

({3-fert-Butyl-5-[2-(5,6-diethoxy-7-fluoro-1-^ 
methanesulfonyl-amino)-acetic acid hydrobromide 

[2388] MS:m/e(ESI)594.5(MH+) 

Example 1479 

({3-fert-Butyl-5-[2-(7-fluoro-1-imino-5,6-dimeth^ 
methanesulfonyl-amino)-acetic acid hydrobromide 

[2389] MS:m/e(ESI)566.4(MH+) 

Example 1480 

{2-tert-Butyl-6-(3-caroamoyl-propoxy)-4-[2-(2-eth^^ 
acetic acid hydrobromide 

[2390] MS:m/e(ESI)51 1 .4(MH+) 

Example 1481 

{2-te^Butyl-6-(3-carbamoyl-propoxy)-4-[2-(5-ethoxy-1^^ 
p h en oxy}- acetic acid hydrobromide 

[2391] MS:m/e(ESI)583.5(MH+) 

Example 1482 

{2-fe^Butyl-6-(3-caroamoyl-propoxy)>4>[2-(5,6-diethoxy-7-fluoro-lHmino>1,3-dihydro-isoin 
phenoxy}-acetic acid hydrobromide 

[2392] MS:m/e(ESI)588.5(MH+) 

Example 1483 

(1-{3-tert-Butyl-2-hydroxy-5-[2-(7-imino-2-m 
3-yloxy)-acetic acid hydrobromide 

[2393] MS:m/e(ESl)481 .4(MH+) 
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Example 1484 

{2-fertButyl-6-(3-hydroxy-pyrrolidin-1^ 
phenoxy}-acetic acid hydrobromide 

[2394] MS:m/e(ESI)481 .4(MH+) 

Example 1485 

{2-ferf'Butyl-6-dimethylamino-4-[2-(7-imino-2-methyl-5 l 7-dihydro-pyrrolo[3,4-b]pyridin-6-yQ 
acid hydrobromide 

[2395] MS:rWe(ESI)439.4(MH+) 

Example 1486 

(1-{3-tert-Butyl-5-[2-(2-ethyl-7-imino-57^ 

3- yloxy)-acetic acid hydrobromide 

[2396] MS:m/e(ESI)495.3(MH+) 
Example 1487 

[2-fert-ButyM-[2-(2-ethyl-7-imino-57<iihy 
p hen oxy] -acetic acid hydrobromide 

[2397] MS:m/e(ESI)495.4(MH+) 

Example 1488 

{2-fe^Butyl-6-dimethylamino-4-[2-(2-ethyl-7-imino-4 > 4a > 5J-tetrahydro-pyrrolo[3 > 4-b]pyridin-6-yl)-^^ 
acetic acid hydrobromide 

[2398] MS:m/e(ESI)453.4(MH+) 

Example 1489 

4- {2-tertButyl-6-dimethylamino-4-[2-(5-ethoxy-1-im^ 
phenoxy}-butanoic acid hydrobromide 

[2399] MS:m/e(ESI)553.2(MH+) 

Example 1490 

6^2-tertButyl-6-dimethylamino-4-[2-^ 
phenoxy}-hexanoic acid hydrobromide 

[2400] MS:m/e(ESI)581 .5(MH+) 

Example 1491 

{2-(4-Acetylamino>butoxy)-6-fer/-butyl-4>[2-(5-ethoxy- l-imino-S-methyicarbamoyl-l^-dihydro-isoindol^'yQ-acetyl]- 
phenoxy}-acetic acid hydrobromide 

[2401] MS:m/e(ESI)61 1 .5(MH+) 
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Example 1492 

4^2>Acetylamino-6-terf-butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1,3-d 
butanoic acid hydrobromide 

[2402] MS:m/e(ESl)567.5(MH+) 

Example 1493 

6-Etho)cy-3-imino-2-[2-(8-isopropyl-4-^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[2403] MS:m/e(ESI)465.4(MH+) 

Example 1494 

{6-[2-(5-Ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-8^lsopropyl-2,3-dihydro-benzo[1 ,4] 
oxazin-4-yl}-acetic acid hydrobromide 

[2404] MS:m/e(ESI)509.3(MH+) 

Example 1495 

4-{6-[2-(5-Ethoxy-1-imlno-6-methylcarbamoyl-1 ,3-dihydro-lsoindol~2-yl)-acetyl]-4,4-dimethyl-2-oxo-3,4-dihydro-2H- 
quinolin-1-yl}-butanoic acid hydrobromide 

[2405] MS:m/e(ESI)535.4(MH+) 

Example 1496 

4-{2-terf-Butyl-4-[2-(6-carbamoyl-5-ethoxy-1-imino- 1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-dimethylamino-phenoxy)- 
butanoic acid hydrobromide 

[2406] MS:m/e(ESI)539.3(MH+) 

Example 1497 

6-(2-tert-Butyl-4-[2-(6-caroamoyl-5-ethoxy-1^ 
hexanoic acid hydrobromide 

[2407] MS:m/e(ESI)567.5(MH+) 

Example 1498 

4-{2-tertButyl-6-dimethylamino-4-[2-(5-e^ 
acetyl]-phenoxy}-butanoic acid hydrobromide 

[2408] MS:m/e(ESI)571 .3(MH+) 

Example 1499 

6-{2-te^Butyl-6>dimethylamino-4-[2-(5-ethoxy-4-fluoro-1-imino-6-methylcarbamoyl-1 > 3>dihydro-isoin 
acetyl]-phenoxy}-hexanoic acid hydrobromide 

[2409] MS:m/e(ESI)599.5(MH+) 
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Example 1500 

(1-{3-tert-Butyl-542-(5-ethoxy-4-fluoro-1^ 
phenyl}-pyrrolidin-3-yloxy)-acetic acid hydrobromide 

[2410] MS:m/e(ESI)585.5(MH+) 

Example 1501 

4>{6-[2-(5-Dimethylamino-1-imino-6-methylcarbamoyl- 1 .a-dihydro-isoindol^-yQ-acetyll^^-dimethyt-a-oxo- 
3,4-dihydro-2H-quinolin-1-yl}-butanoic acid hydrobromide 

[2411] MS:m/e(ESI)534.4(MH+) 

Example 1502 

4^2-ferf-Butyl-4-[2-(5,6-diethoxy-7-fluo^ 
butanoic acid hydrobromide 

[2412] MS:m/e(ESI)558.4(MH+) 

Example 1503 

6-{2-tertButyl-4-[2-(5,6<iiethoxy-7-fluoro-1-imin^^ 
hexanoic acid hydrobromide 

[2413] MS:m/e(ESI)586.5(MH+) 

Example 1504 

{2-(4-Acetylamino-butoxy)-6-te/t-butyl"4-[2-(5,6-diethoxy'7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]- 
phenoxy}-acetic acid hydrobromide 

[2414] MS:m/e(ESI)616.5(MH+) 

Example 1505 

4-{2-Acetylamino-6-ferNbutyl-4-[2-(5,6-dieth^ 
butanoic acid hydrobromide 

[2415] MS:m/e(ESI)572.5(MH+) 

Example 1506 

2-(5,6-Diethoxy-7'fluoro-1-iminO"1 ) 3"dihydro-isoindol- 2-yl)"1-(8-isopropyl-4-methyl-3,4-dihydro-2H-benzo[1 ,4] 
oxazin-6-yl)-ethanone hydrobromide 

[2416] MS:m/e(ESI)470.4(MH+) 

Example 1507 

{S^-tS.S-Diethoxy^-fluoro-lHmino-l,^^ 
acetic acid hydrobromide 

[2417] MS:m/e(ESI)514.3(MH+) 
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Example 1508 

Ethyl (4-{3-rerf-butyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 t 3-dihydro-isoindol-2-yl)-acetyl]-benzyl)-piperazin-1 -yl)- 
acetate hydrobromide 

[2418] MS:m/e(ESI)597.5(MH+) 

Example 1509 

4-{6-[2-(5 > 6-Diethoxy-7-fluoro-1 -imino-1 ^-dihydro-isoindol-a-yQ-acetyll^^-dimethyl^-oxo-S^-dihydro^H-quinolin- 

1 - yl}-butanoic acid hydrobromide 

[2419] MS:m/e(ESI)540.4(MH-i-) 
Example 1510 

442-te^Butyt-6-dimethylamino-4-[2-(74luoro-1-imino-5 > 6-dimethoxy-1 t 3-dihydro-isoindol-2-yQ 
butanoic acid hydrobromide 

[2420] MS:m/e(ESI)530.4(MH+) 

Example 1511 

642-te^Butyl-6-dimethylamino-4-[2-(7-fluoro-1-imino-5 l 6-dimethoxy-1,3-dihydro-isoindol-2-yl)- acetyl]-phenoxy}- 
hexanoic acid hydrobromide 

[2421] MS:m/e(ESI)558.5(MH-h) 

Example 1512 

{2-(4-Acetylamino-butoxy)-6-te/t-bu1yl 
phenoxy}-acetic acid hydrobromide 

[2422] MS:m/e(ESI)588.5(MH+) 

Example 1513 

4-{2-Acetylamino-6-fert-butyl-442-(7-fluoro-1^ 
butanoic acid hydrobromide 

[2423] MS:m/e(ESI)544.4(MH+) 

Example 1514 

2- (7-Fluoro-1 -imino-5,6-dimethoxy-1 t 3-dihydro-isoindol-2-yl)-1 -(8-isopropyl-4-methyl-3,4-dihydro-2H-benzo[1 ,4] 
oxazin-6-yl)-ethanone hydrobromide 

[2424] MS:m/e(ESI)442.4(MH+) 

Example 1515 

{6-[2-(7>Fluoro-1-imino-5 ) 6-dimethoxy-1 t 3-dihydro-isoindol-2-yl)>acetyl1-8-isopropyl-2,3-dihydro-benzo[1 ,4]oxazin- 
4-yl}-acetic acid hydrobromide 

[2425] MS:m/e(ESI)486.3(MH+) 
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Example 1516 

Ethyl (4-{3-tert-butyl-5-[2-(7-f luoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-benzyl}-piperazin-1 -yl)- 
acetate hydrobromide 

[2426] MS:m/e(ESI)569.5(MH+) 

Example 1517 

4^6-[2-(7-Fluoro-1-imino-5,6-dimethoxy-1,3-dihydro-isoindol-2-yl)-acetyl]-4 l 4-dimethyl-2-oxo-3 ) 4-dih 
quinolin-1-yl}-butanoic acid hydrobromide 

[2427] MS:m/e(ESI)51 2.4(MH+) 

Example 1518 

{2-(4'Acetylamino-butoxy)-6-fe/t-butyl-4-[2-(2-ethyl-7Hmino-5y-dihydro-pyrrolo[3,4-b]pyridin 
acetic acid hydrobromide 

[2428] MS:m/e(ESI)539.5(MH+) 

Example 1519 

442-Acetylamino-6-tert-butyl-4-[2-(2-ethyl-7-im^ 
acid hydrobromide 

[2429] MS:m/e(ESI)495.4(MH+) 

Example 1520 

2-(2-Ethyl-7-imino-5y-dihydro-pyrroto[3,4-b]py^ 
6-yl)-ethanone hydrobromide 

[2430] MS:m/e(ESI)393.4(MH+) 

Example 1521 

{6-[2-(2-Ethyl-7-imino-5,7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-8-isopropyl-2,3-dihydro-benzo[1 ,4]oxazin-4-yl)- 
acetic acid hydrobromide 

[2431] MS:m/e(ESI)437.3(MH+) 

Example 1522 

Ethyl (4-{3-tert-butyl-5-[2-(2-ethyl-7-imi^ 
acetate hydrobromide 

[2432] MS:m/e(ESI)520.5(MH+) 

Example 1523 

4^6-[2-(2-Ethyl-7-imino-57-dihydro-pyrroto 
1-yl}-butanoic acid hydrobromide 

[2433] MS:m/e(ESI)463.4(MH+) 
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Example 1524 

{2-(4-Acetyiamino-butoxy)-6-fert-bu^ 
p hen oxy}- acetic acid hydrobromide 

[2434] MS:m/e(ESI)551 .5(MH+) 

Example 1525 

4^2-Acetylamino-6-tert-butyl-4-[2-(2^yclopropyl-7-im^ 
butanoic acid hydrobromide 

[2435] MS:m/e(ESI)507.4(MH+) 

Example 1526 

2-(2-Cyclopropyl-7-imino-57-dihydro-pyrrolo[3 t 4-b^ ,4] 
oxazin-6-yl)-ethanone hydrobromide 

[2436] MS:m/e(ESI)405.4(MH+) 

Example 1527 

{6-[2-(2-Cyclopropyl-7-imino-57-dihydro-py 
4-yi}-acetic acid hydrobromide 

[2437] MS:m/e(ESI)449.3(MH+) 

Example 1528 

Ethyt (4-(3-tert-butyl-5-[2-(2-cyclopropyl-7-im^ 
1 -yl)-acetate hydrobromide 

[2438] MS:m/e(ESI)532.5(MH+) 

Example 1529 

4-{6-[2-(2-Cyclopropyl-7-imino-5J-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-4 < 4-dimethyl-2-oxo-3,4-dihydro 
quinolin-1-yl}-butanoic acid hydrobromide 

[2439] MS:m/e(ESI)475.4(MH+) 

Example 1530 

Ethyl [4-(3-fert-butyl-5-{2-[5-ethoxy-1-imino-^ 
piperazin-1 -yl]-acetate hydrobromide 

[2440] MS:m/e(ESI)607.6(MH+) 

Example 1531 

(2-ferf-Butyl-6-dimethylamino-4>{2'[5-ethoxy'lHminO'6-(1-methoxy-propyl)-1 ,3-dihydro-isoindol-2-yl1-acetyl}- 
phenoxy)-acetic acid hydrobromide 

[2441] MS:m/e(ESI)540.4(MH+) 
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Example 1532 

Ethyl (4-{3-tert-butyl-5-r2-(6-tert-butyl-1 -imino-l .a-dihvdro-isoindol^-yO-acetvll-benzyil'piperazin-l -yl)-acetate 
hydrobromide 

[2442] MS:m/e(ESI)547.2(MH+) 
Example 1533 

{2-tertButyl-4-[2-(6-tert-butyl-1 -imino-1 ^-dihydro-isoindol^-yO-acetyll-S-dimethylamlno-phenoxyl-acetic acid 
hydrobromide 

[2443] MS:m/e(ESI)480.4(MH+) 
Example 1534 

{2-(4-Acetylamino-butoxy)-6-tert-butyl-9^ 
acid hydrobromide 

[2444] MS:m/e(ESI)566.5(MH+) 

Example 1535 

{2- terf-Butyl-4-[2- (6- tert- butyl- 1 -imino-1 .S-dihydro-isoindol-g-yQ-acetyll-e-pyrrolidin-l -yl-phenoxy}-acetic acid 
hydrobromide 

[2445] MS:m/e(ESI)506.5(MH+) 
Example 1536 

4-{3-terf-Butyl-5-[2-(6-tert-butyl-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenoxy}-butylamide 
hydrobromide 

[2446] MS:m/e(ESI)494.5(MH+) 
Example 1537 

4-{3-te^Butyl-5-[2-(6-tert-butyH -imino-1 ,3- dihydro-isoindol-2-yl)-acetyl]-2-hydroxy-phenoxy}-butylamide 
hydrobromide 

[2447] MS:m/e(ESI)480.5(MH+) 
Example 1538 

4-{2-terf-Butyl-4-[2-(6-tert-butyH -imino-1 ,3-dihydro-isoindoi-2-yl)-acetyl]-6-methoxy-phenoxy}-butylamide 
hydrobromide 

[2448] MS:m/e(ESI)494.3(MH+) 
Example 1539 

{2- tert- Butyl -4-[2- (6- terf-buty 1-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-morpholin-4-yl-phenoxy}-acetic acid 
hydrobromide 

[2449] MS:m/e(ESI)522.3(MH+) 
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Example 1540 

4^3-tertButyl-2-hydroxy-5-[2-(7-imino^ 
hydrobromide 

[2450] MS:m/e(ESI)439.4(MH+) 
Example 1541 

{2-tertButyl-4-[2-(2-cyclopropyl-7Hmm^ 
phenoxy}-acetic acid hydrobromide 

[2451] MS:m/e(ESI)505.1(MH+) 

Example 1542 

1^3-tertButyl-5-[2-(2-cyclopropyl-7-imino^ phenyl}- 
pyrrolidine-3-carboxylic acid hydrobromide 

[2452] MS:m/e(ESI)491 .2(MH+) 

Example 1543 

4^2-Acetylamino-6-fert-butyl-4-[2-(2K:yc^ 
butylamide hydrobromide 

[2453] MS:m/e(ESI)506.2(MH+) 

Example 1544 

5^2-Acetylamino-6-te/t-butyl-4-[2-(2H?yclopropyl-7-im^ 
pentanoic acid hydrobromide 

[2454] MS:m/e(ESI)521 .3(MH+) 

Example 1545 

1-{3-fertButyl-4-hydroxy-5-[3-(2-methoxy^ 
[3 t 4-b]pyridin-6-yl)-ethanone hydrobromide 

[2455] MS:m/e(ESI)496.3(MH+) 

Example 1546 

4-{3-tertButyl-5-[2-(2-cyclopropyl-7-imino-5y-dih^ 
butyronitrile hydrobromide 

[2456] MS:m/e(ESI)447.3(MH+) 

Example 1547 

3^7-terNButyl-542-(2-cyclopropyl-7Hmino-57-di 
acid hydrobromide 

[2457] MS:m/e(ESI)461 .3(MH+) 
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Example 1548 

{2-/erf-Butyl-442-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ^-dihydro-isoindol^-yO-acetyll-e-pyrrolidin-l'ylmethyl- 
phenoxy}-acetic acid hydrobromide 

[2458] MS:m/e(ESI)565.4(MH+) 

Example 1549 

H3-tertButyl-542-(5-ethoxy-1-imino-6^ 
pyrrolidine-3-carboxylic acid hydrobromide 

[2459] MS:m/e(ESI)551 .3(MH+) 

Example 1550 

2- {2-[3-Acetylamlno-5-tert-butyl-4-(3^afc^ 
isoindole-5-acetic acid methylamide hydrobromide 

[2460] MS:m/e(ESI)566.4(MH+) 

Example 1551 

5^2-Acetylamino-6-fert-butyl-4-[2-(5-ethoxy-1^ 
pentanoic acid hydrobromide 

[2461] MS:m/e(ES!)581 .4(MH+) 

Example 1552 

{2-ferf-Butyl-4-[2-(5,6-diethoxy>7-fluoro-1 -imino-1 ,3- dihydro-isoindol-2-yl)-acetyl]-6-pyrrolidin-1 -ylmethyl-phenoxy}- 
acetic acid hydrobromide 

[2462] MS:m/e(ESI)570.4(MH+) 

Example 1553 

1-{3-terf-Butyl-5-[2-(5,6-diethoxy-7-fluoro-1-^ 

3- carboxylic acid hydrobromide 

[2463] MS:m/e(ESI)556.3(MH+) 
Example 1554 

1-{3-fertButyl-4-hydroxy-5-[3-(2-methoxy-ethoxy)-p^ 
isoindol-2-yl)-ethanone hydrobromide 

[2464] MS:m/e(ESI)561 .4(MH+) 

Example 1555 

4^3-te^Bufyl-5-[2-(5,6-diethoxy-7-fluoro-1-im^ 
hydrobromide 

[2465] MS:m/e(ESI)51 2.3{MH+) 
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Example 1556 

3^7-te^Butyl-5-[2-(5,6^iethoxy-7-fluoro-1-imino-1,3-dihydro-isoindol-2-yl)-acetyl]-ben acid 
hydrobromide 

[2466] MS:m/e(ESI)526.3(MH+) 
Example 1557 

4-{2-Acetylamino-6-te/t-butyl-4-[2-(7-fluoro-lHmino-5,6-dimethoxy'1 ,3-dihydro-isoindol-2-yl)-acetyl]- phenoxy}- 
butylamide hydrobromide 

[2467] MS:m/e(ESI)543.3(MH+) 

Example 1558 

542-Acetylamino-6-terf-butyl-4-[2-(7-fluoro-^ 
pentanoic acid hydrobromide 

[2468] MS:m/e(ESI)558.4(MH+) 

Example 1559 

(145-[2-(2-Cyclopropyl-7-imino-5y-dihydro-pyro 
acetic acid hydrobromide 

[2469] MS:m/e(ESI)451 .3(MH+) 

Example 1560 

(1-{5-[2-(5-Ethoxy-1-imino-6-methylcaroam 
3-yloxy)-acetic acid hydrobromide 

[2470] MS:m/e(ESI)511.4(MH+) 

Example 1561 

(1-{5-[2-(7-Fluoro-1-imino-5,6-dimethoxy-1,3-dihydroH^ 
acetic acid hydrobromide 

[2471] MS:nVe(ESI)488.3(MH+) 

Example 1562 

(1-{3-[2-(5-Ethoxy-1-imino-6-methylcarbam 
acid hydrobromide 

[2472] MS:m/e (ESI) 495.4 (MH+) 

Example 1563 

{4-tert-Butyl-6-[2-(5-ethoxy-1-imino-6-m 
acid hydrobromide 

[2473] MS:m/e(ESI)506.4(MH+) 
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Example 1564 

{4-terf-Butyl-6-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-ben2imidazol-1 -yl}-acetic acid 
hydrobromide 

[2474] MS:m/e(ESI)51 1 .3(MH+) 
Example 1565 

[4-[2-(2-Cydopropyl-7-imino-5,7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-2-(3-hydroxy -pyrrolidin-1-yl)-phenoxy]- 
acetic acid hydrobromide 

[2475] MS:m/e(ESI)451 .2(MH+) 

Example 1566 

[4-[2-(5-Ethoxy-1-imino-6-methylcarbamoyl'1,3-dihydro-isoindol-2-yO-acetyl]-2-(3-hydr^ 
acetic acid hydrobromide 

[2476] MS:m/e(ESI)51 1 .3(MH+) 

Example 1567 

[4-[2'(7-Fluoro-1-imino-5 t 6-dimethoxy-1,3-dihydro-isoindol-2-yl)-acetyl]-2-(3-hydroxy-pyiTolidin 
acid hydrobromide 

[2477] MS:m/e(ESI)488.3(MH+) 

Example 1568 

(1-{3-fertButyl-5-[2-(2-cyclopropyl-7-^ 
pyrrolidin-2-yl)-acetic acid hydrobromide 

[2478] MS:m/e(ESI)505.4(MH+) 

Example 1569 

1-(7-tert-Butyl-3-methyl-3H-benzimidazol-5-yl)-2-^^ 
ethanone hydrobromide 

[2479] MS:m/e(ESI)402.3(MH+) 

Example 1570 

1-(7-terT-Butyl-3H-benzimidazol-5-yl)-2-(2-c^ 
hydrobromide 

[2480] MS:m/e(ESI)388.3(MH+) 
Example 1571 

1-[3-re/t-Butyl-4-hydroxy-5-(4-hydroxy-butoxy)-phenyl]-2-(2-cyclopropyl-7-imino-57-dihydro-p 
6-yl)-ethanone hydrobromide 

[2481] MS:m/e(ESI)452.4(MH+) 
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Example 1572 

f2-tert-ButyM-[2-(2-cyclopropyl-7-imi^^ 
phenoxyl-acetic acid hydrobromide 

[2482] MS:m/e(ESI)51 0.4(MH+) 

Example 1573 

1- (3-ferNButyl-phenyl)-2-(2-cyclopropyl-7-imin^^ hydrobromide 
[2483] MS:m/e(ESI)398.4(MH+) 

Example 1574 

(1-{3-fert-Butyl-5-[2-(5-ethoxy-1-imm^ 
pyrrolidin-2-yl)-acetic acid hydrobromide 

[2484] MS:m/e(ESI)565.4(MH+) 

Example 1575 

2- [2-(7-ter^Butyl-3-methyl-3H-benzimidazo^-5^ 
acid methylamide hydrobromide 

[2485] MS:m/e(ESI)462.4(MH+) 

Example 1576 

2-[2-(7-terAButyl-3H-benzimidazol-5-yl)-2-oxo-ethyl]-6-efo^ acid 
methylamide hydrobromide 

[2486] MS:m/e(ESI)448.0(MH+) 

Example 1577 

2-{2-[3-ferf-Butyl-4'hydroxy-5'(4-hydroxy-butoxy)-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2 ) 3-dihydro-1 H-isoindole- 
5-acetic acid methylamide hydrobromide 

[2487] MS:m/e(ESI)512.2(MH+) 

Example 1578 

(2-te^Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1,3-dihydro-isoindol-2-yl)-acetyl]-6-(4>hydroxy-butoxy)- 
phenoxyl-acetic acid hydrobromide 

[2488] MS:m/e(ESI)570.3(MH+) 

Example 1579 

2-{2-[3-tert-Butyl-4-hydroxy-5-(4-hydroxy-butoxy)-ph 
isoindole-5-carboxylic acid methylamide hydrobromide 

[2489] MS:m/e(ESI)51 1 .3(MH+) 
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Example 1580 

[2-tert-ButyM42-(5-dimethylamino-1^^^ 
butoxy)-phenoxyl-acetic acid hydrobromide 

[2490] MS:m/e(ESI)569.3(MH+) 

Example 1581 

(l-iS-terf'Butyl-S-g^S^-diethoxy-y'fluoro-lH'mino-l.a-dihydroHsoindol^'yO-acety^ 
2-yl)-acetlc acid hydrobromide 

[2491] MS:m/e(ESI)570.3(MH+) 

Example 1582 

1-(7-te/t-Butyl-3~methyl-3H-benzimidazol-5-yl)-2-(5,6-diethoxy-7-fluoro-1-imino-1,3-dih 
hydrobromide 

[2492] MS:m/e (ESI) 467.3 (MH+) 
Example 1583 

1-(7-terf-Butyl-3H-benzimidazol-5-yl)-2-(5 > 6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoiridol-2-yl)-ethanone 
hydrobromide 

[2493] MS:m/e(ESI)453.3(MH+) 
Example 1584 

H3-te^Butyl-4-hydroxy-5-(4-hydroxy-butoxy)-phe^ 
ethanone hydrobromide 

[2494] MS;m/e(ESI)51 7.4(MH+) 

Example 1585 

[2-ferf-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-(4-hydroxy-butoxy)-phenoxy]- 
acetic acid hydrobromide 

[2495] MS:m/e(ESI)575.4(MH+) 

Example 1586 

1 -(3-tert-Butyl-phenyl)-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[2496] MS:m/e(ESI)413.4(MH+) 
Example 1587 

1-[3-terf'Butyl-4-hydroxy>5-(4-hydroxy-butoxy)-phenyl]-2-(7-fluoro-1-imino-5 > 6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[2497] MS:m/e(ESI)489.4(MH+) 
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Example 1588 

[2-ferf-Butyl^-[2-(7-fluoro-1-imino-5,6'dimethoxy-1 t 3-dihydro-isoindol-2-yl)-ace^ butoxy)-phenoxy]- 
acetic acid hydrobromide 

[2498] MS:m/e(ESI)547.4(MH+) 

Example 1589 

5^2-tertButyt-4-[2-(7-imino-2-methyl-5J-dihydro-py 
pentanoic acid hydrobromide 

[2499] MS:m/e(ESI)507.5(MH+) 

Example 1590 

1-(7-terf-Butyl-benzoxazol-5-yl)-2-(2^clopropyl-7-imino-5J-dihydro-pyrxolo[3,4-b]pyrid 
hydrobromide 

[2500] MS:m/e(ESI)389.3(MH+) 
Example 1591 

4-{2-tertButyl-4-[2-(2-cyclopropyl-7-imm^ 
hydrobromide 

[2501] MS:m/e(ESI)431 ,3(MH+) 
Example 1592 

(1-{5-[2-(2-Cyclopropyl-7-imino-5 J-dihydro-pyrrolotS^-blpyridin-e-yO-acetyll-S-ethyl^-hydroxy-phenylj-pyrrolidin- 
3-yloxy)-acetic acid hydrobromide 

[2502] MS:m/e(ESI)479.3(MH+) 

Example 1593 

(1-{5-f2-(2-Cyclopropyl-7-imino-5y-dihyd^ 
pyrrolidin-3-yloxy)-acetic acid hydrobromide 

[2503] MS:m/e(ESI)493.3(MH+) 

Example 1594 

[2-tert-Butyl-4-[2-(2-cyclopropyl-7-imino-57-dih^ 
phenoxy]-acetic acid hydrobromide 

[2504] MS:m/e(ESI)521 .4(MH+) 

Example 1595 

[2-terf-Butyl^-[2-(2-cyclopropyl-7-imino-5y-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-6-(3-ethoxy 
phenoxy]-acetic acid hydrobromide 

[2505] MS:m/e(ESI)535.4(MH+) 
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Example 1596 

1 -(7-tert-Butyl-benzoxazol-5-yl)-2-(5,6-diethoxy-7-flLioro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[2506] MS:m/e(ESI)454.3<MH+) 
Example 1597 

4-{2-rerf-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}-butyroriitrile 
hydrobromide 

[2507] MS:m/e(ESI)496.4(MH+) 
Example 1598 

(1-{5-[2-(5,6-Diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-3-ethyl-2-hydroxy-phenyl}-pyrrolidin- 
3-yloxy)-acetic acid hydrobromide 

[2508] MS:m/e(ESI)544.4(MH+) 

Example 1599 

(1-{5-[2-(5,6-Diethoxy-7-fluoro-1 -imino-1 > 3-dihydro-isoindol-2-yl)-acetyl]-2-hydroxy-3-isopropyl-phenyl}-pyrrolidin- 
3-yloxy)-acetic acid hydrobromide 

[2509] MS:m/e(ESI)558.4(MH+) 

Example 1600 

[2- terf-Butyl-4-[2-(5 t 6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyll-6-(3-methoxy-pyrrolidin-1-yl)- 
phenoxy]-acetic acid hydrobromide 

[2510] MS:m/e(ESI)586.4(MH+) 

Example 1601 

[2-tert-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-(3-ethoxy-pyrrolidin-1 -yl)- 
phenoxy]-acetic acid hydrobromide 

[2511] MS:m/e(ESI)600.5(MH+) 

Example 1602 

(1-{5-[2-(5-Ethoxy-1-imino-6-methylcarbamoyl 
3-yloxy)-acetic acid hydrobromide 

[2512] MS:m/e(ESI)539.4(MH+) 

Example 1603 

(1-{5-[2-(5-Ethoxy-1-imino-6-methylcafoamoyl-1,3^ 
pyrrolidin-3-yloxy)-acetic acid hydrobromide 

[2513] MS:m/e(ESI)553.4{MH+) 
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Example 1604 

[2-tert-ButyM-[2-(5-ethoxy-1-imino^ 
phenoxy]-acetic acid hydrobromide 

[2514] MS:m/e(ESI)595.5(MH+) 

Example 1605 

[2-tert-ButyM-[2-(7-fluoro-1-imino^ 
phenoxy]-acetic acid hydrobromide 

[2515] MS:m/e(ESI)558.4(MH+) 

Example 1606 

{2'fe^Butyl-6-(3-ethoxy-pyrrolidin-1>yl)-4-[2-(7-fluoro-lHmino-5 > 6-dimethoxy-1 > 3-^ 
ph en oxy}- acetic acid hydrobromide 

[2516] MS:m/e(ESI) 572.4(MH+) 

Example 1607 

4'(3"terf-Butyl-5-{2-[5-(4-hydroxy-3,5-dimethoxy'phenyl)-2-imino-thiazol-3-yl]-acetyl}-2-metho 
butylamide hydrobromide 

[2517] MS:m/e(ESI)558.3(MH+) 

Example 1608 

6^2-[3-te/t-Butyl-5-(3-carbamoyl-propoxy)^-methoxy-phenyl]-2-oxo-ethyl}-3-ethoxy-7-imino-^ 
[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[2518] MS:m/e(ESI)540.2(MH+) 

Example 1609 

{2-ferf-Butyl-6-(3-cyano-propoxy)-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindo!-2-yl)-acetyl]- 
phenoxyj-acetic acid hydrobromide 

[2519] MS:m/e(ESI)565.1(MH+) 

Example 1610 

5-{2-fertButyl-6-(3-cyano-propoxy)-4-[2-(5-eth^ 
phenoxy}-pentanoic acid hydrobromide 

[2520] MS:m/e(ESI)607.4(MH+) 

Example 1611 

(3-{3-tert-Butyl-5-[2-(5-ethoxy-lHmino-6-m 
pyrrolidin-1-yl)-acetic acid hydrobromide 

[2521] MS:rn/e(ESI)567.4(MH+) 
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Example 1612 

{1 -Acety]-5-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-dihydroHSoindol-2-yi)-acetyl]-3,3-dimethyl-2,3-dihydrO'1 H- 
indol-2-yl}-acetic acid hydrobromide 

[2522] MS:m/e(ESI)521 .3(MH+) 

Example 1613 

2^2-[3-tert-Butyl-4-(3-cyano-propoxy)-5-(2-oxo-piperidin-1-ylm 
2,3-dlhydro-1H-isoindQle-5-acetic acid methylamide hydrobromide 

[2523] MS:m/e(ESI)602.3(MH+) 

Example 1614 

{2-tert-Butyl-6-(3-cyano-propoxy)-4-[2-(5,6-diefr^ 
acetic acid hydrobromide 

[2524] MS:m/e (ESI) 570.2 (MH+) 

Example 1615 

(S-jS-fe^Butyi-S-^Ste-diethoxy^-fluoro-l-^ 

1- yl)-acetic acid hydrobromide 

[2525] MS:m/e(ESI)572.4(MH+) 
Example 1616 

{1 -Acetyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ^-dihydro-isoindol^-yQ-acetyn-S.S-dimethyl^^'dihydro-l H-indol- 

2- yi}-acetic acid hydrobromide 

[2526] MS:m/e(ESI)526.3(MH+) 
Example 1617 

4-[2-ferf-Butyl"4-[2-(5 > 6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-(2-oxo-piperidin-1-ylmethyl)- 
phenoxy]-butyronitrile hydrobromide 

[2527] MS:m/e(ESI)607.5(MH+) 

Example 1618 

{2-tert-Butyl-6-(3-cyano-propoxy)-4-[2-(2-cyclopro^ 
phenoxy}-acetic acid hydrobromide 

[2528] MS:m/e(ESI)505.4(MH+) 

Example 1619 

(3-{3-tert-Butyl-5-[2-(2-cyclopropyl-7-imino-57-d^ 
pyrrolidin-1-yl)-acetic acid hydrobromide 

[2529] MS:m/e(ESI)507.4(MH+) 
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Example 1620 

{1-Acety)-5-[2-(2-cyclopropyl-7-imh 
indol-2-yl}-acetic acid hydrobromide 

[2530] MS:m/e(ESI)461 .3(MH+) 

Example 1621 

4-[2-terf-Butyl-4^2-(2K;yclopropyl-7-imino-5y-dihydro-pyrrolo[3,4-b]pyridin-6'yl)-acetyl]-6 
1 -y(methyl)-phenoxy]-butyronitrile hydrobromide 

[2531] MS:m/e(ESI)592.4(MH+) 

Example 1622 

{2-fe/t-Butyl-6"(3'Cyano-propoxy)-4-[2-(7-fluoro-1-imino-5,6'dimethoxy-1 > 3-dihydroH 
acetic acid hydrobromide 

[2532] MS:m/e(ESI)542.2(MH+) 

Example 1623 

5^2-terf-Butyl-6-(3^yano-propoxy)-4-[2-(7-flu^^ 
pentanoic acid hydrobromide 

[2533] MS:m/e(ESI)584.4(MH+) 

Example 1624 

(3-{3-terf-Butyl-5-[2-(7-fluoro-1-imino-5 > 6-dimethoxy-1 t 3-dihydro-isoindol'2-yl)-acetyl]-2-hydroxy-phenoxy}-pyrroHdin- 
1-yl)-acetic acid hydrobromide 

[2534] MS:m/e(ESI)544.4(MH+) 

Example 1625 

4-[2-tert-Butyl-4-[2-(7-fluoro-1-imino-5,6-d^ 
phenoxyl-butyronitrile hydrobromide 

[2535] MS:m/e(ESI)579.4(MH4-) 

Example 1626 

4-[2-tert-Butyl-4-[2-(7-imino-2-methy 
phenoxy]-butyronitrile hydrobromide 

[2536] MS:m/e(ESI)51 6.4(MH+) 

Example 1627 

{2-terf-BurYl-6'(3-cyano-propoxy)-4-[2-(3-ethoxy-7-imino-2-methylcarbamoyl-57-dihydro-pyrrolo[3,4-b 
acetyl]-phenoxy}-acetic acid hydrobromide 

[2537] MS:m/e(ESI)566.3(MH+) 
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Example 1628 

5^2-fertButyl-6-(3^yano-propoxy)-442-(3-ethoxy-7-imino-2-m b]pyridin- 
6-yl)-acetyl]-phenoxy}-pentanoic acid hydrobromide 

[2538] MS:m/e(ESI)608.4(MH+) 

Example 1629 

4^2-tertButyl-4-[2-(3-ethoxy-7-imino-2-methylca 
1-yl-phenoxy}-butanoic acid hydrobromide 

[2539] MS:m/e(ESi)580.4(MH+) 

Example 1630 

542-ferf-Butyl-4-[2-(3-ethoxy-7-imino-2-methylcarbamoyl-5y-dihydro-pyrrolo[3,4-b]pyri 
1-yl-phenoxy}-pentanoic acid hydrobromide 

[2540] MS:m/e(ESI)594.5(MH+) 

Example 1631 

4^2-te^Butyl-4-[2-(2-cyclopropyl-7-im^ 
phenoxy}-butylamide hydrobromide 

[2541] MS:m/e(ESI)542.3(MH+) 

Example 1 632 

(1-{3-tert-Butyl-5-[2-(2-cyclopropyl-7-imino^ 
acetic acid hydrobromide 

[2542] MS:m/e(ESI)51 9.3(MH+) 

Example 1633 

1-(3-terf-Butyl-5-dimethylamino-phenyl)-2-(2-cyclopropyl-7-imino-57-dihydro-pyrrolo[3 > 4'b]pyri 
hydrobromide 

[2543] MS:m/e(ESI)391 .3(MH+) 
Example 1634 

5^2-tertButyl-6-(3-cyanopropoxy)-442-(2-cyclopro^ 
phenoxy}-perttanoic acid hydrobromide 

[2544] MS:m/e(ESI)547.3(MH+) 

Example 1635 

2^2-[3-terf-Butyl^-(3-caroamoyl-propoxy)-5-methan^^ 
2,3-dihydro-1H-isoindole-5-acetic acid methylamide hydrobromide 

[2545] MS:m/e(ESI)602.4(MH+) 
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Example 1636 

(1-{3-tert-Butyl-5-[2-(5-ethoxy-lHmino-6-methylra 
4-yloxy)-acetic acid hydrobromide 

[2546] MS:m/e(ESI)579.4(MH+) 

Example 1637 

4-({2-tert-Butyl-4-[2-(5-ethoxy-1-imino-6^ 
butanoic acid hydrobromide 

[2547] MS:m/e(ESI)523.4(MH+) 

Example 1638 

4-({2-fe/t>Butyl-4-[2-(5-dimethylamino-1-imino-6-methylcarbamoyl-1 ,3<lihydro-isoindol-2-yl)-acetyl]-phenyl}-methyl- 
amino)-butanoic acid hydrobromide 

[2548] MS:m/e(ESI)522.4(MH+) 

Example 1639 

4-{2-terf-Butyl-4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-methanesulfonylamino- 
phenoxy}-butylamide hydrobromide 

[2549] MS:m/e(ESI)579.4(MH+) 

Example 1640 

(1-{3-te/t-Butyl-5-[2-(7-fluoro-1-imino-5 ) 6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-benzyl}-piperidin-4-yloxy)- 
acetic acid hydrobromide 

[2550] MS:m/e(ESI)556.4(MH+) 

Example 1641 

1-(3-tert-Butyl-5<limethylamino-pheny^ 
hydrobromide 

[2551] MS:m/e(ESI)428.4(MH+) 
Example 1642 

4- [2-fe/t-Butyl-4-[2-(2-cyclopropyl-7-imino-57-dihydro>pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-6-(^ 
1-yl)-phenoxy]-butanoic acid hydrobromide 

[2552] MS:m/e(ESI)549.4(MH+) 

Example 1 643 

5- [2-ferf-Butyl-4-[2-(2-cyclopropyl-7-imino-5y'dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-6-^ 
1-yl)-phenoxy]-pentanoic acid hydrobromide 

[2553] MS:m/e(ESI)563.4(MH+) 
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Example 1644 

4-[2-fert-Butyl-4-[2-(2<:yciopropyl-7-^ 
phenoxy]-butanoic acid hydrobromide 

[2554] MS:m/e(ESI)563.4(MH+) 

Example 1645 

4- [2-tert-Butyl-4-[2-(5-ethoxy-1-imi^ 
1-yl)-phenoxy]-butanoic acid hydrobromide 

[2555] MS:m/e(ESI)609.5(MH+) 

Example 1646 

5- [2-te/t-Butyl-4-[2-(5-ethoxy-lHmino-6-meth^ 
1-yl)-phenoxy]-pentanoic acid hydrobromide 

[2556] MS:m/e(ESI)623.5(MH+) 

Example 1647 

4- [2-terf-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 > 3-dihydro-isoindol-2-yl)-acetyl]-6- (3-ethoxy-pyrrolidin- 
1 -yl)-phenoxy]-butanoic acid hydrobromide 

[2557] MS:m/e{ESI)623.5(MH+) 

Example 1648 

5- [2-tert-Butyl-4-[2-(5-ethoxy-1-imi^ 
1-yl)-phenoxy]-pentanoic acid hydrobromide 

[2558] MS:m/e (ESI) 637.6(MH+) 

Example 1649 

4- [2-fe/t-Butyl-4-[2-(7-fluoro-1-imi^ 
phenoxy]-butanoic acid hydrobromide 

[2559] MS:m/e(ESI)586.5(MH+) 

Example 1650 

5- [2-ter^Butyl-442-(7-fluoro-1-imino-5 > 6-dimethoxy>1,3"dihydro-isoindol-2-yl)-acetyl]-6-(3'methoxy-py 
phenoxyj-pentanoic acid hydrobromide 

[2560] MS:m/e(ESI)600.5(MH+) 

Example 1651 

4-{2-ter£Butyl-6-(3-ethoxy-pyrrolidin-^ 
phenoxy}-butanoic acid hydrobromide 

[2561] MS:m/e(ESI)600.5(MH+) 
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Example 1652 

5-{2-terr-Butyl-6-(3-ethoxy-pyrrolidin-1 -yl)-4-[2-(7- fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]- 
phenoxy)-pentanoic acid hydrobromide 

[2562] MS:m/e(ESI)614.5(MH+) 

Example 1653 

242-[3-fe^Butyl^-(2,5<lioxo-pyrrolidin-1-yl)-ph 
5-acetic acid methylamide hydrobromide 

[2563] MS:m/e(ESI)505.3(MH+) 

Example 1654 

1-{2-ferf-Butyl-4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ^-dihydro-isoindol^'yQ-acetyll-phenyll-pyrrolidine^.S-dione 
hydrobromide 

[2564] MS:m/e(ESI)482.3(MH+) 
Example 1655 

642-[3-te^Butyl-4-(2 a 5-dioxo-pyrrolidin-^^ 
pyridine-2-carboxylic acid methylamide hydrobromide 

[2565] MS:m/e(ESI)506.3(MH+) 

Example 1656 

1 -{2-te^Butyl-4<2-(2-cyclopropyl-7-imino-5 > 7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-pheny 
2,5-dione hydrobromide 

[2566] MS:m/e(ESI)445.3(MH+) 

Example 1657 

4-{2-terf-Butyl-6-diethylamino-4-[2-(5-ethoxy-1-imino- 6-methylcari3amoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]- 
phenoxy}-butanoic acid hydrobromide 

[2567] MS:m/e(ESI)581 .5(MH+) 

Example 1658 

4-{2-tertButyl-6-diethylamino^-[2-(7-fluora^ 
butanoic acid hydrobromide 

[2568] MS:m/e(ESI)558.4(MH+) 

Example 1659 

4^2-fer^Butyl-6-diethylamino^-[2-(3-etho^ 
acetyl]-phenoxy}-butanoic acid hydrobromide 

[2569] MS:m/e(ESI)582.5(MH+) 
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Example 1660 

442-fertButy[-4-[2-(2-cyclopropyl-7-i^ 
butanoic acid hydrobromide 

[2570] MS:m/e(ESI)521 .5(MH+) 

Example 1661 

4^2-tertButyl-6-diethylamino^-[2-(7-imino-2-m 
butanoic acid hydrobromide 

[2571] MS:m/e(ESI)495.4(MH+) 

Example 1662 

5-{2-teff-Butyl-6-diethylamino-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]- 
phenoxy}-pentanoic acid hydrobromide 

[2572] MS:m/e(ESI)595.5(MH+) 

Example 1663 

542-tertButyl-6-diethylamino^-[2-(7-fluoro-1-im^ 
pentanoic acid hydrobromide 

[2573] MS:m/e(ESI)572.5(MH+) 

Example 1664 

5-{2-tertButyl-6-diethylamino-4-[2-(3-ethoxy-^ 
acetyl] -ph en oxy}-pentanoic acid hydrobromide 

[2574] MS:m/e(ESI)596.5(MH+) 

Example 1665 

5^2-ferfrButyl-442-(2-cyclopropyl-7-imino-57-dihy 
pentanoic acid hydrobromide 

[2575] MS:m/e(ESI)535.5(MH+) 

Example 1666 

5-{2-tertButyl-6-diethylamino-4-[2-(7-imino-2-^ 
pentanoic acid hydrobromide 

[2576] MS:m/e(ESI)509.4(MH+) 

Example 1667 

242-[3-fe/t-Butyl-5-(methanesulfonyl-methyl-amino)-phenyl]-2-oxo-ethyl}-6-ethoxy>3-imino-2 > 3-dihydro-1H- 
isoindole-5-acetic acid methylamide hydrobromide 

[2577] MS:m/e(ESI)51 5.4(MH+) 
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Example 1668 

N-IS-terf-Butyl-S-^-tZ-fluoro-l-imino-S^-dimethoxy-l ,3-d?hydro-isoindol'2'yt)-acetyl]-phenyt}-N-methyl- 
methanesulfonamide hydrobromide 

[2578] MS:m/e(ESI)492.3(MH+) 

Example 1 669 

N^3-tert-Butyl-542-(2-cyclopropyl-7-im^ 
methanesulfonamide hydrobromide 

[2579] MS:m/e(ESI)455.3(MH+) 

Example 1670 

(1-{3-terf-Butyl-5~[2-(1-imino-5-methoxy-6-methylcarbamoyl-1 ,3-dihydro-lsoindol-2-yl)-acetyl]-2-methoxy-phenyl}- 
pyrrolidin-3-yloxy)-acetic acid hydrobromide 

[2580] MS:m/e(ESI)567.4(MH+) 

Example 1671 

(1-{3-fertButyl-5-[2-(7-fluoro-1-imi 

3- yloxy)-acetic acid hydrobromide 

[2581] MS:m/e(ESI)558.4(MH+) 
Example 1672 

442-fertButyl-6-(3-cyano-pyrrolidin-1-yQ 
phenoxyj-butanoic acid hydrobromide 

[2582] MS:m/e(ESI)544.2(MH+) 

Example 1 673 

5-{2-tertButyl-6-(3^yano-pyrrolidin-1-yl)-4^^ 
phenoxyj-pentanoic acid hydrobromide 

[2583] MS:m/e(ESI)558.2(MH+) 

Example 1 674 

4- {2-tertButyl-6-(3-cyano-pyrrolidin-1-yl)^^ 
acetyl]-phenoxy}-butanoic acid hydrobromide 

[2584] MS:m/e(ESI)604.3(MH+) 

Example 1675 

5~{2-tertButyl-6-(3-cyano-pyrrolidin-1^ 
acetyl]-phenoxy}-pentanoic acid hydrobromide 

[2585] MS:m/e(ESI)61 8.3(MH+) 
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Example 1 676 

4^2-tertButyl-6-(3<yano-pyrrolidin^ 
phenoxy}-butanoic acid hydrobromide 

[2586] MS:m/e(ESI)581 .2(MH+) 

Example 1677 

5^2-tertButyl-6-(3^yano-pyrrolidin-^ 
phenoxyj-pentanoic acid hydrobromide 

[2587] MS:m/e(ESI)595.2(MH+) 

Example 1678 

5^2-tertButyl-6-(3<arbamoyl-pyrroNdin-^ 
acetyl] -p hen oxy}-pentanoic acid hydrobromide 

[2588] MS:m/e (ESI) 576.3 (MH+) 

Example 1 679 

4^2-ferf-Butyl-6-(3K;arbamoyl-pyrrolidin-1-yl)^-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 > 3-^ 
acetyl] -p hen oxy}-butanoic acid hydrobromide 

[2589] MS:m/e(ESI)622.3(MH+) 

Example 1 680 

5-{2-terf-Buty(-6-(3-carbamoyl-pyrrolidin-1-yl)-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl'1 ,3-dihydro-isoindol-2-yl)- 
acetyl]-phenoxy}-pentanoic acid hydrobromide 

[2590] MS:m/e(ESI)636.3(MH+) 

Example 1681 

4- {2-te^Butyl-6-(3<arbamoyl-pyrrolidinO-yl)-442-(7-fluoro-1-imino-5 > 6-dimethoxy-1,3-dihydro-isoindoN 
phenoxy}-butanoic acid hydrobromide 

[2591] MS:m/e(ESI)599.2(MH+) 

Example 1682 

5- {2-terf-Butyl-6-(3-carbamoyl-pyrrolidin-1 -yl)-4-[2-(7'fluoro>1 -imino-5 t 6-dimethoxy-1 ,3-dihydro-isoindol- 2-yl)-acetyl]- 
phenoxy}-pentanoic acid hydrobromide 

[2592] MS:m/e(ESI)61 3.3(MH+) 

Example 1683 

4^2-fe^Butyl-6-(3-cyano-propoxy)-4-[2-(2-cy^ 
phenoxy}-butyronitrile hydrobromide 

[2593] MS:m/e(ESI)514.2(MH+) 
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Example 1684 

5^4-[2-(2-Cyclopropyl-7-imino-5 t 7-dihydro^ 
acid hydrobromide 

5 

[2594] MS:m/e(ESI)477.2(MH+) 

Example 1685 

10 6^2-tertButyl-4-[2-(2-cyclopropyl-7-imm^ 
hexanoic acid hydrobromide 

[2595] MS:m/e(ESI)547.3(MH+) 

is Example 1686 

4^2-tertButyl-4-[2-(2-cyclopropyl-7-imin^^ 
butanoic acid hydrobromide 

20 [2596] MS:m/e(ESI)493.3(MH+) 

Example 1687 

5-{2-te^Butyl-4-[2-(2-cyclopropyl-7-imm^ 
25 pentanoic acid hydrobromide 

[2597] MS:m/e(ESI)507.3(MH+) 

Example 1688 

30 

442-fert-Butyl-4-[2-(2^yclopropyl-7Hmino-5y^ 
phenoxyj-butanoic acid hydrobromide 

[2598] MS:m/e(ESI)521 .3(MH+) 

35 

Example 1689 

5-[2-tert-Butyl-4-[2-(2-cyclopropyl-7-imino-^ 
phenoxyj-pentanoic acid hydrobromide 

40 

[2599] MS:m/e(ESI)535.4(MH+) 

Example 1690 

45 6-{2-[3-fe^ButyJ-4,5-bis-(3-c^ano-propoxy^ 

pyridine-2-carboxylic acid methylamide hydrobromide 

[2600] MS:m/e(ESI)575.3(MH+) 

so Example 1691 

5-{4-[2-(3-Ethoxy-7-imino-2-methylcaroamoyl-5J^ 
phenoxy}-pentanoic acid hydrobromide 

55 [2601] MS:m/e(ESI)538.3(MH+) 
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Example 1692 

6^2-fertButyl-4-r2-(3-ethoxy-7-tmm 

1-yl-phenoxy}-hexanoic acid hydrobromide MS:m/e(ESI)608.4(MH+) 
Example 1693 

4^2-fertButyl-6-dimethylamino-4-[2-(3-ethoxy-7-i^^ 
acetyl]-phenoxy}-butanoic acid hydrobromide 

[2602] MS:m/e(ESI)554.3(MH+) 

Example 1 694 

5^2-tertButyl-6-dimethylamino-4-[2-(3-ethoxy-7-im^ 
acetyl]-phenoxy}-pentanoic acid hydrobromide 

[2603] MS:m/e(ESI)568.4(MH+) 

Example 1695 

4- r2-te/f-Butyl-4-[2-(3-ethoxy-7-imi^ 
propyl-amino)-phenoxy]-butanoic acid hydrobromide 

[2604] MS:m/e (ESI) 582.4 (MH+) 

Example 1696 

5- [2-rerf-Butyl-4-[2-(3-ethoxy-7-imino-2-methylcarbamoyl-5y-dihydro-pyrrolo[3,4-b]pyridin-6-y^ 
propyl-amino)-phenoxy]-pentanoic acid hydrobromide 

[2605] MS:m/e(ESI)596.4(MH+) 

Example 1697 

4- {2-tertButyl-6-dimethylamino-4-[2-^ 
butanoic acid hydrobromide 

[2606] MS:m/e(ESI)467.3(MH+) 

Example 1698 

5- {2-fertButyl-6-dimethylamino-4-[2-(7-imm^ 
pentanoic acid hydrobromide 

[2607] MS:m/e(ESI)481 .3(MH+) 

Example 1699 

4-[2-te^Butyl-4-[2-(7-imino-2-methy^ 
phenoxy]-butanoic acid hydrobromide 

[2608] MS:m/e(ESI)495.3(MH+) 
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Example 1 700 

5^2-fert-Butyl-4-[2-(7-imino-2-met^ 
phenoxy]-pentanoic acid hydrobromide 

[2609] MS:m/e(ESI)509.4(MH+) 

Example 1701 

4^2-tertButyi-6-(3^yano-propoxy)-4-[2-^ 
butyronitrile hydrobromide 

[2610] MS:m/e(ESI)551 .3(MH+) 

Example 1702 

5- {4-[2-(7-Huoro-1 -imino-5,6-dimethoxy-1 ,3<lihydro-isoindol-2-yl)-aretyl]-2-pyiTolidin-1 -yl-phenoxy}-pentanoic acid 
hydrobromide 

[261 1] MS:m/e(ESI)51 4.3(MH+) 
Example 1703 

6- (2-fert-Butyl-4-[2-(7-fluoro-1-imino-^ 
hexanoic acid hydrobromide 

[2612] MS:m/e(ESI)584.3(MH+) 

Example 1704 

442-tertButyl-6-dimethylamino-4-[2-(74luoro-1-im^ 
butanoic acid hydrobromide 

[261 3] MS:m/e(ESI)530.3(MH+) 

Example 1705 

5-{2-terf-Butyl-6-dimethylamino-9-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}- 
pentanoic acid hydrobromide 

[2614] MS:m/e(ESI)544.3(MH+) 

Example 1706 

4- [2-tertButyl-4-[2-(7-fluoro-1-imino-^ 
phenoxy]-butanoic acid hydrobromide 

[2615] MS:m/e(ESI)558.3(MH+) 

Example 1707 

5- [2-terf-Butyl-4-[2-(7-fluoro-1-imino-5,6-dimethoxy- 1 ^-dihydro-isoindol^-yQ-acetyll-S^methyl-propyl-amino)- 
phenoxyj-pentanoic acid hydrobromide 

[2616] MS:m/e(ESI)572.3(MH+) 
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Example 1 708 

442-te^Butyl-6-(3<yano-propoxy)-442-(5 > ^ 
butyronitrile hydrobromide 

[2617] MS:m/e(ESI)579.3(MH+) 

Example 1 709 

5-{4-[2-(5,6-Diethoxy-7-f luoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)"acetyl]-2-pyrrolidin-1 -yl-phenoxy}-pentanoic acid 
hydrobromide 

[2618] MS:m/e(ESI)542.3(MH+) 
Example 1710 

2^2-[3-terf-ButyM > 5-bis-(3-cyano-propoxy^ 
acid methylamide hydrobromide 

[2619] MS:m/e(ESI)574.4(MH+) 

Example 1711 

5- {4-[2-(5-Ethoxy-1-imino-6-methylcarbamoyl-1 ^-dihydro-isoindol^-ylj-acetyll^-pyrrolidin-l-yl-phenoxyj-pentanoic 
acid hydrobromide 

[2620] MS:m/e(ESI)537.3(MH+) 

Example 1712 

6- {2-ferf-Butyl-4-[2-(5-ethoxy-1 Hmino-6-methylcarbamoyl~1 ,3-dthydro-isoindol-2-yl)-acetyl]-6- pyrrolidin-1 -yl- 
phenoxyj-hexanoic acid hydrobromide 

[2621] MS:m/e(ESI)607.4(MH+) 

Example 1713 

4- {2-tertButyl-6-dimethylamino-4-[2-(5-eth^^ 
phenoxy}-butanoic acid hydrobromide 

[2622] MS:m/e(ESI)553.4(MH+) 

Example 1714 

5- {2-terf-Butyl-6-dimethylamino>4>[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]- 
phenoxy}-pentanoic acid hydrobromide 

[2623] MS:m/e(ESI)567.4(MH+) 

Example 1715 

4-[2-fert-Butyl-4-[2-(5-ethoxy-1-imi 
phenoxy]-butanoic acid hydrobromide 

[2624] MS:m/e(ESI)581 .4(MH+) 
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Example 1716 

5-[2-tert-Butyl-4-[2-(5-ethoxy-1-im^ 
phenoxy]-pentanoic acid hydrobromide 

[2625] MS:m/e(ESI)595.4(MH+) 

Example 1717 

1-(3,5-Di-fert-butyl-4-hydroxy-phenyl)-2-(2- hydroxymethyl^-imino-Sy-dihydrO'pyrrolo^^-blpyridiri-e-yO-ethanone 
hydrobromide 

[2626] MS:m/e(ESI)41 0.3(MH+) 
Example 1718 

{2-tert-Butyl-4-[2-(2-hydroxymethyl-7-imi^ 
acetic acid hydrobromide 

[2627] MS:m/e(ESI)481 .3(MH+) 

Example 1719 

542-ferf-Butyl-4-[2-(2-hydroxymethyl-7-i^ 
phenoxy}-pentanoic acid hydrobromide 

[2628] MS:m/e(ESI)523.4(MH+) 

Example 1720 

{2-te/t-Butyl-6-(3-cyano-propoxy)-4-[2-(2-hydroxymethyl-7-imino-57-dihydro-pyrrolo[3,4-b]pyrid 
phenoxy}-acetic acid hydrobromide 

[2629] MS:m/e(ESI)495.3(MH+) 

Example 1721 

542-te^Butyl-6-(3-cyano-propoxy)-4-[2-(2-hy 
phenoxy}-pentanoic acid hydrobromide 

[2630] MS:m/e (ESI) 537.3 (MH+) 

Example 1 722 

1-(3 t 5-Di-fert-butyl-4-hydroxy-phenyl)-2-(2-fluoromethyl-7-imino-57-dihydro-pyrrolo[3,4-b]pyridin 
hydrobromide 

[2631] MS:m/e(ESI)412.3(MH+) 
Example 1723 

{2-fert-Butyl-4-[2-(2-fluoromethyl-7-im^ 
acetic acid hydrobromide 

[2632] MS:m/e(ESI)483.3(MH+) 
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Example 1 724 

5^2-te^Butyl-442-(2-fluoromethyl-7-imin^ 
pentanoic acid hydrobromide 

[2633] MS:m/e(ESI)525.4(MH+) 

Example 1 725 

{2-te^Butyl-6-(3-cyano-propoxy)-4-^ 
phenoxy}-acetic acid hydrobromide 

[2634] MS:m/e(ESI)497.3(MH+) 

Example 1726 

542-tertButyl-6-(3^yano-propoxy)-4-[2-(2-fl^ 
phenoxy}-pentanoic acid hydrobromide 

[2635] MS:m/e(ESI)539.3(MH+) 

Example 1727 

5^2-te^Butyl-4-[2-(5-ethoxy-1-imino-6-m 
phenoxyj-pentanoic acid hydrobromide 

[2636] MS:m/e(ESI)608.4(MH+) 

Example 1728 

542-fertButyl-4H;2-(7-fluoro-1-imino-5,^ 
pentanoic acid hydrobromide 

[2637] MS:m/e(ESI)585.4(MH+) 

Example 1 729 

5-{2-fer^Butyl-4-[2-(2-cyclopropyl-7-imino-57-dih^ 
pentanoic acid hydrobromide 

[2638] MS:m/e(ESI)548.4(MH+) 

Example 1 730 

5-{2-tertButyl-4-[2-(3-ethoxy-7-imino-2-methylca^ 
4-enyloxy-phenoxy}-pentanoic acid hydrobromide 

[2639] MS:m/e(ESI)609.4(MH+) 

Example 1731 

4-[2-tert-Butyl-4-[2-(2-cyclopropyl-7Hmm^ 
phenoxy]-butanoic acid hydrobromide 

[2640] MS:m/e(ESI)537.2(MH+) 
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Example 1732 

5-[2-te/t-Butyl-4-[2-(2-cyclopropyl^^ 
phenoxyl-pentanoic acid hydrobromide 

[2641] MS:m/e(ESI)551 .3(MH+) 

Example 1733 

4- [2-ierNButyl-9-[2-(5-ethoxy-1-imi^ 
1-yl)-phenoxy]-butanoic acid hydrobromide 

[2642] MS:m/e(ESI)597.3(MH+) 

Example 1734 

5- [2-ferf-Butyl-4-[2-(5'ethoxy"lHmino-6-methylcari3amoyl-1,3'dihydroHSoindol-2-^ 
1-yl)-phenoxy]-pentanoic acid hydrobromide 

[2643] MS:m/e(ESI)611.3(MH+) 

Example 1735 

4- [2-fe^Butyl-4-[2-(7-fluoro-lHmi^ 
phenoxy]-butanoic acid hydrobromide 

[2644] MS:m/e(ESI)574.3(MH+) 

Example 1736 

5- [2-tert-Butyl-4-[2-(7-fluoro-1 -imino-5,6-dimethoxy- 1 ,3-dihydroHSoindol-2-yl)-acetyl]-6-(3-fluoro-pyrroiidin-1 -yl)- 
phenoxy]-pentanoic acid hydrobromide 

[2645] MS:m/e(ESI)588.3(MH+) 

Example 1737 

Ethyl 4-[2-fer^utyl-4-[2-(5-ethoxy-1-imino-6-^ 
1 -yl)-phenoxy]-butanoate hydrobromide 

[2646] MS:m/e(ESI)635.2(MH+) 

Example 1738 

Ethyl 4-[2-fert-butyl-4-[2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-(4-oxo-piperidin-1 -yl)- 
phenoxy]-butanoate hydrobromide 

[2647] MS:m/e(ESI)61 2.4(MH+) 

Example 1739 

Ethyl 4-[2-tert-butyl-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-(4-oxo-piperidin-1 -yl)- 
phenoxy]-butanoate hydrobromide 

[2648] MS:m/e (ESI) 640.2 (MH+) 
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Example 1740 

Ethyl 4-[2-fe^butyM-[2-(2^yclopropyl-7-^ 
1 -yl)-phenoxy]-butanoate hydrobromide 

[2649] MS:m/e(ESI)575.2(MH+) 

Example 1741 

Ethyl 4-[2-fert-butyl^-[2-(3-ethoxy-7-imino-2^ yl)-acetyl]- 
6-(4-oxo-piperidin-1 -yl)-phenoxy]-butanoate hydrobromide 

[2650] MS:m/e(ESI)736.3(MH+) (Boc-protected) 

Example 1742 

Ethyl 9-[2-fer^utyl^-[2-(5-ethoxy-4-fluoro^^ 
piperidin-1 -yl)-phenoxy]-butanoate hydrobromide 

[2651] MS:m/e(ESl)653.2(MH+) 

Example 1743 

Ethyl 4-[2-fert-butyM-[2-(5-ethoxy-1-imino-6^ 
piperidin-1 -yl)-phenoxy]-butanoate hydrobromide 

[2652] MS:m/e(ESI)637.3(MH+) 

Example 1744 

Ethyl 4-[2-ferf-butyl-4-[2-(7-fluoro-1-imino-5 > 6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-(4-hydroxy-pipendln- 
1 -yl)-phenoxyj-butanoate hydrobromide 

[2653] MS:m/e(ESI)61 4.2(MH+) 

Example 1 745 

Ethyl 4-[2-tert-butyl-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 > 3-dihydro-isoindol-2-yl)-acetyl]-6-(4-hydroxy-piperidin-1 -yl)- 
phenoxyl-butanoate hydrobromide 

[2654] MS:m/e(ESI)642.3(MH+) 

Example 1746 

Ethyl 4-[2-fe/t-butyl-4-[2-(2-cyclopropyl-7-imino-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-^ 
1 -yl)-phenoxy]-butanoate hydrobromide 

[2655] MS:m/e(ESI)577.2(MH+) 

Example 1 747 

Ethyl 4-[2-fert-butyM-[2-(3-ethoxy-7-imino-2-meth^^ 
6-(4-hydroxy-piperidin-1 -yl)-phenoxy]-butanoate hydrobromide 

[2656] MS:m/e(ESI)738.2(MH+) (Boc-protected) 
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Example 1748 

Ethyl 442-fert-butyM-[2-(5-ethoxy-4-fluoro-1-imino-6-^ 
6-(4-hydroxy-piperidin-1 -yl)-phenoxy]-butanoate hydrobromide 

[2657] MS:m/e(ESI)655.1 (MH+) 

Example 1749 

4^2-tertButyl-6-(3<ait»oxy-propoxy)-4-[2-(5^ 
phenoxy}-butanoic acid hydrobromide 

[2658] MS:m/e(ESI)612.1{MH+) 

Example 1750 

4^2-tertButyl-6-(3K:arboxy-propoxy)-4-[2-(7-fl^^ acetyl]- 
phenoxy}-butanoic acid hydrobromide 

[2659] MS:m/e(ESI)589.0(MH+) 

Example 1751 

442-ter^Butyl-6-(3-carboxy-propoxy)-4-[2-(5 > 6-diethoxy-7-fluoro-1-imino-1,3-d^hydro-isoin 
butanoic acid hydrobromide 

[2660] MS:m/e(ESI)61 7.0(MH+) 

Example 1 752 

4^2-fertButyl-6-(3^arboxy-propoxy)-4-[2-(2-c^^ 
phenoxy}-butanoic acid hydrobromide 

[2661] MS:m/e(ESI)552.0(MH+) 

Example 1753 

442-te^Butyl-6-(3-carboxy-propoxy)-4-[2-(3-etho 
6-yl)-acetyl)-phenoxy}-butanoic acid hydrobromide 

[2662] MS:m/e(ESI)613.0(MH+) 

Example 1754 

5^2-tertButyl-6-(4-carboxy-butoxy)-442-(5-ethoxy-1^^ 
phenoxy}-pentanoic acid hydrobromide 

[2663] MS:m/e(ESI)640.0(MH+) 

Example 1755 

5^2-te^Butyl'6-(4-carboxy-butoxy)-4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1,3-dihydro-isoindol-2-yl) acetyl]- 
phenoxy}-pentanoic acid hydrobromide 

[2664] MS:m/e(ESI) 617.0(MH+) 
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Example 1756 

5^2-tertButyl-6-(4^arboxy-butoxy)-4^ 
pentanoic acid hydrobromide 

[2665] MS:m/e(ESI)645.0(MH+) 

Example 1757 

5^2-tertButyl-6-(4-carboxy-butoxy)-4-^ 
phenoxy}-pentanolc acid hydrobromide 

[2666] MS:m/e(ESI)580.0(MH+) 

Example 1758 

5^2-tertButyl-6-(4<;arboxy-butoxy)-4-[2-(3-ethox^^ 
6-yl)-acetyl]-phenoxy}-pentanoic acid hydrobromide 

[2667] MS:m/e(ESI)641 .0(MH+) 

Example 1 759 

442-ferNButyl-6-(ethyl-methyl-amino)-4-[2-(7-fluo^ 
phenoxy}-butanoic acid hydrobromide 

[2668] MS:m/e(ESI)544.2(MH+) 

Example 1760 

4-[2-te/t-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcait>amoyl-1,3-dihydro-isoindol-2-yl)-ace (ethyt-methyl-amino)- 
phenoxy]-butanoic acid hydrobromide 

[2669] MS:m/e(ESI)567.3(MH+) 

Example 1761 

4-[2-te^Butyl-442-(2-cyclopropyl-7-imi^ 
phenoxy]-butanoic acid hydrobromide 

[2670] MS:m/e(ESI)507.3(MH+) 

Example 1762 

4-[2-fe^Butyl-4-[2-(3-ethoxy-7-imino-2-methy^ 
m ethyl- am ino)-phenoxy]-butanoic acid hydrobromide 

[2671] MS:m/e(ESI)568.3(MH+) 

Example 1763 

4^2-tertButyl-6-(ethyl-methyl-amino)-442-(7-^ 
phenoxy}-butanoic acid hydrobromide 

[2672] MS:m/e(ESI)481 .3(MH+) 
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Example 1764 

5^2-tertButyl-6-(ethyl-methyl-amino)-4-f2-(7-fl^^ 
phenoxy}-pentanoic acid hydrobromide 

[2673] MS:m/e(ESI)558.3(MH+) 

Example 1765 

5-[2-tert-Butyl-4-[2-(5-ethoxy-1-imino-6- methytcarbamoyf-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-(ethyl-methyl-amino)- 
phenoxy]-pentanoic acid hydrobromide 

[2674] MS:m/e (ESI) 581 .3 (MH+) 

Example 1766 

5-[2-te/t-Butyl-4-[2-(2K;yclopropyl-7-imino-5y-dihydro-pyrTolo[3,4-b]pyridin-6-yl)-acetyl]'6 
phenoxyj-pentanoic acid hydrobromide 

[2675] MS:m/e (ESI) 521 .3 (MH+) 

Example 1767 

S-^-terf-Butyl^g-tS-ethoxy^-imino^-methylcarbamoyl-S^-dihydro-pyrrolop^-blpyrid 
methyl-amino)-phenoxy]-pentanoic acid hydrobromide 

[2676] MS:m/e(ESI)582.3(MH+) 

Example 1768 

5^2-tertButyl-6-(ethyl-methyl-amino)-4-[2-(7-im^ 
phenoxy}-pentanoic acid hydrobromide 

[2677] MS:m/e(ESI)495.3(MH+) 

Example 1769 

{2-tert-Butyl-4-[2-(2-cyclopropyl-7-imin^ 
acetic acid hydrobromide 

[2678] MS:m/e(ESI)493.3(MH+) 

Example 1770 

{2-fertButyl-6-diethylamino-4-[2-(3-ethox 
acetyl]-phenoxy}-acetic acid hydrobromide 

[2679] MS:m/e(ESI)554.3(MH+) 

Example 1771 

{2-tert-Butyl-6-diethylamino-4-[2-(7-fluoro-^ 
acid hydrobromide 

[2680] MS:m/e(ESI)530.3(MH+) 
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Example 1772 

f2-fert-Butyl-6-diethylamino-4-^ 
acetic acid hydrobromide 

[2681] MS:m/e(ESI)553.4(MH+) 

Example 1773 

Ethyl 4^2-fert-butyl-6-(4-cyano-piperidin-1-yQ 
acetyl]-phenoxy}-butanoate hydrobromide 

[2682] MS:m/e(ESI)586.5(MH+) 

Example 1774 

Ethyl 4^2-fert-butyl-6-(4-cyano-piperidin-1-yQ 
pyridin-6-yl)-acetyl]-phenoxy}-butanoate hydrobromide 

[2683] MS:m/e(ESI)647.5(MH+) 

Example 1775 

Ethyl 4-{2-tert-bu1yl-6-(4-cyano-piperidin-1-yl)-4-(2-(7-fluoro-1-imino-5 > 6-dimethoxy-1,3-^ 
phenoxy}-butanoate hydrobromide 

[2684] MS:m/e(ESI)623.5(MH+) 

Example 1776 

Ethyl 4-{2-tert-butyl-6-(4-cyano-piperidin-1 -yl)-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]- 
phenoxy}-butanoate hydrobromide 

[2685] MS:m/e(ESI)651 .5(MH+) 

Example 1777 

Ethyl 4^2-fe^butyl-6-(4-cyano-piperidin-1-yl)-4-[2^ 
acetyl]-phenoxy}-butanoate hydrobromide 

[2686] MS:m/e(ESI)646.5(MH+) 

Example 1778 

4-{3-tertButyl-2-(3-cyano-propoxy)-542-(2-cyclopropyl-7-i^^ 
phenoxy}-butanoic acid hydrobromide 

[2687] MS:m/e(ESI)533.4(MH+) 

Example 1779 

4^3-tertButyl-2-(3-cyano-propoxy)-542-(3-eth^ 
6-yl)-acetyl]-phenoxy}-butanoic acid hydrobromide 

[2688] MS:m/e(ESI)594.5(MH+) 
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Example 1780 

4^3-tertButyl-2-(3^yano-propoxy)-5-[2-(7-fluoro-1-imin^ 
butanoic acid hydrobromide 

[2689] MS:m/e(ESI)570.4(MH+) 

Example 1781 

443-tertButyl-2-(3K:yano-propoxy)-5-[2-(5,6^ 
butanoic acid hydrobromide 

[2690] MS:m/e(ESI)598.5(MH4-) 

Example 1782 

4^3-tertButyl-2-(3^yano-propoxy)-5-[2-(5-ethoxy-1-M 
phenoxy}-butanoic acid hydrobromide 

[2691] MS:m/e(ESI)593.5(MH+) 

Example 1783 

5^3-tertButyl-2-(3-cyano-propoxy)-5-[2-(2-c^^ 
phenoxyj-pentanoic acid hydrobromide 

[2692] MS:m/e(ESI)547.4(MH+) 

Example 1784 

5^3-fe^Butyl-2-(3-cyano-propoxy)-542-(3-ethoxy-7-imino-2-methylcarbamoyl-57-dihydro-pyrrolo[3,4-b]pyri 
6-yl)-acetyl]-phenoxy}-pentanoic acid hydrobromide 

[2693] MS:m/e(ESI)608.5(MH+) 

Example 1785 

5-{3-tertButyl-2-(3^yano-propoxy)-5-[2-(7^ 
pentanoic acid hydrobromide 

[2694] MS:m/e(ESI)584.5(MH+) 

Example 1786 

5-{3-terf-Butyl-2-(3-cyano-propoxy)-5-[2-(5,6-diethoxy>7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}- 
pentanoic acid hydrobromide 

[2695] MS:m/e(ESI)61 2.5(MH+) 

Example 1787 

5-{3-tertButyl-2-(3<:yano-propoxy)-5-[2-(5-ethoxy-1-^ 
phenoxy}-pentanoic acid hydrobromide 

[2696] MS:m/e(ESI)607.2(MH+) 
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Example 1788 

4^2-tert-Butyl-4-[2-(3-ethoxy-7-imino-2-^ 
phenylamino}-butanoic acid hydrobromide 

[2697] MS:m/e(ESI)51 0.2(MH+) 

Example 1 789 

4^2-tertButyl-4-[2-(5-ethoxy-1-imino-6-methyte 
acid hydrobromide 

[2698] MS:m/e(ESI)509.2(MH+) 

Example 1790 

5^2-tertButyl-6-(2K:yano-ethyl)-4-[2-(2^ycto^ 
pentanoic acid hydrobromide 

[2699] MS:m/e(ESI)51 7.2(MH+) 

Example 1791 

542-te^Butyl-6-(2^yano-ethyl)-4-[2-(7-fluoro-1-imi^^^ 
pentanoic acid hydrobromide 

[2700] MS:m/e(ESI)554.2(MH+) 

Example 1792 

5-{2-terf-Butyl-6-(2-cyano-ethyl)-4-[2-(5 > 6-diethoxy-7-fluoro-1-imino-1 ^-dihydro-isoindol^-yQ-acetyll-phenoxy}- 
pentanoic acid hydrobromide 

[2701] MS:m/e(ESI)582.3(MH+) 

Example 1793 

5-{2-tertButyl-6-(2-cyano-ethyl)-4-[2-(5-eth^ 
phenoxyj-pentanoic acid hydrobromide 

[2702] MS:m/e(ESI)577.3(MH+) 

Example 1794 

4-[2-te/t-Butyl-4^2-(7-fluoro-1-imino-5 > 6-dimeth^ 
phenoxyj-butanoic acid hydrobromide 

[2703] MS:m/e(ESI)628.2(MH+) 

Example 1795 

1-(3,5-Di-tert-butyl-4-hydroxy-phenyl)-2-(2,3- diethoxy-5-imino-5,7-dihydro-pyrrolo[3,4-b]pyrazin-6-yl)'ethanone 
hydrobromide 

[2704] MS:m/e(ESI)469.3(MH+) 
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Example 1 796 

5^2-tertButyl-4-[2-(2,3-diethoxy-5-imino-5^ 
pentanoic acid hydrobromide 

[2705] MS:m/e(ESI)582.4(MH+) 

Example 1797 

{2-te/f-Butyl-4-[2-(2,3-diethoxy-5-imm^ 
acetic acid hydrobromide 

[2706] MS:m/e(ESI)540.3(MH+) 

Example 1798 

4^3-tertButyl-542-(2,3-diethoxy-5-imino-57^ 
butyronitrile hydrobromide 

[2707] MS:m/e(ESI)496.2(MH+) 

Example 1799 

442-tertButyl-4-[2-(2 > 3-diethoxy-5-imi^ 
butylamide hydrobromide 

[2708] MS:m/e(ESI)528.3(MH+) 

Example 1800 

{2-terf-Butyl-6-(3-cyano-propoxy)-4<2-(2,3-diethoxy-5-imino-57-dihydro-pyrrolo[3 > 4-b]pyrazin-6-y^ acetyl]- 
phenoxy}-acetic acid hydrobromide 

[2709] MS:m/e(ESI)554.3(MH+) 

Example 1801 

5^2-tertButyl-6-(3K:yano-propoxy)-4-[2-(2,3-diethox 
phenoxy}-pentanoic acid hydrobromide 

[2710] MS:m/e(ESI)596.3(MH+) 

Example 1802 

5-{2-terf-Butyl-4-[2-(2-cyclopropyl-7-imino-5 J^dihydro-pyrroloIS^'blpyridin-S-yn-acetyll-S-pyrrolidin-l-yl- 
phenoxymethyl}-isoxazole-3-carboxylic acid hydrobromide 

[2711] MS:m/e(ESI)558.3(MH+) 

Example 1803 

5^2-fe^Butyl-442-(2-cyclopropyl-7-imino-57-dihydro^^^ 
phenoxymethyl}-4,5-dihydro-isoxazole"3-carboxylic acid hydrobromide 

[2712] MS:m/e(ES!)560.3(MH+) 
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Example 1804 

5-{2-tertButyl-4-[2-(7-fluoro-1-imino-5,6-dimetho 
phenoxymethyl}-isoxazole-3-carboxylic acid hydrobromide 

[2713] MS:m/e(ESI)595.3(MH+) 

Example 1805 

S^-terf-Butyl^-g-tZ-fluoro-l-imino-S.e-dimethoxy-l ,3-dihydro-isoindol-2-yl)-acetyl]-6-pyrrolidin-1-yl- 
phenoxymethyl}-4,5-dihydro-isoxazo!e-3-carboxylic acid hydrobromide 

[2714] MS:m/e(ESI)597.3(MH+) 

Example 1806 

5-{2-terf-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl»1 t 3-dihydro-isoindol-2-yl)-acetyl]-6-pyrrolidin-1-yl- 
phenoxymethyl}-isoxazole-3-carboxylic acid hydrobromide 

[2715] MS:m/e(ESI)618.3(MH+) 

Example 1807 

5-{2-ferf-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-pyrrolidin-1-yl- 
phenoxymethyl}-4,5-dihydro-isoxazole-3-carboxylic acid hydrobromide 

[2716] MS:m/e(ESI)620.3(MH+) 

Example 1808 

5-{2-(2-Cyano-1,1-dimethyl-ethyl)-4-[2-(5-eth^ 
phenoxyj-pentanoic acid hydrobromide 

[2717] MS:m/e(ESI)549.4(MH+) 

Example 1809 

5-{2-tertButyl-6-(3-cyano-propyl)-4-[2-(5-ethoxy^ 
phenoxyj-pentanoic acid hydrobromide 

[2718] MS:m/e(ESI)591 .4(MH+) 

Example 1810 

S^-terr-Butyl-S-tS-cyano-propoxyj^-^-tS-ethoxy-l-imino-S-methylcarbamoyl-I.S-dihydro-isoindoi^-yQ-S-oxo- 
butyl]-phenoxy)-pentanoic acid hydrobromide 

[2719] MS:m/e(ESI) 635.5(MH+) 

Example 1811 

{2-te/t-Butyl-6-(3-cyano-propoxy)-4-[4>(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-3-oxo-butyl]- 
phenoxy}-acetic acid hydrobromide 

[2720] MS:m/e(ESI)593.4(MH+) 
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Example 1812 

6^2-tertButyl-442-(5-ethoxy-1-imino-^ acid 
hydrobromide 

[2721] MS:m/e(ESI)545.3(MH+) 
Example 1813 

2>{2-terf-Butyl-4-[2-(5-ethoxy-1-iminO'6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-pyrrolidin-1 -yl- 
phenoxymethyl}-cyclopropanecarboxylic acid hydrobromide 

[2722] MS:m/e(ESI)591 .4(MH+) 

Example 1814 

5^2-fe^Butyl-4-[2-(5-ethoxy-1-imino-6-methyto^ 
phenoxyj-pentanoic acid hydrobromide 

[2723] MS:m/e(ESI)609.5(MH-i-) 

Example 1815 

5- {2-terf-Butyl-6-(3-cyano-propyl)-4-[2-(7-fluoro-1-imino-5 > 6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}- 
pentanoic acid hydrobromide 

[2724] MS:m/e(ESI)568.4(MH+) 

Example 1816 

5^2-fe^Butyl-6-(3-cyano-propoxy)-4-[4-(7^ 
phenoxy}-pentanoic acid hydrobromide 

[2725] MS:m/e(ESI)612.4(MH+) 

Example 1817 

{2-terf-Butyl-6-(3-cyano-propoxy)-4-[4-(7-fluoro-1-imlno-5 > 6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-3-oxo-butyl]- 
p h en oxy}- acetic acid hydrobromide 

[2726] MS:m/e(ESI)570.3(MH+) 

Example 1818 

6- {2-terf>Butyl-4-[2-(7-fluoro-1-imino-5 ) 6-dimethoxy-1 .S-dihydro-isoindol^-yQ-acetyn'phenoxyl-nicotinic acid 
hydrobromide 

[2727] MS:m/e(ESI)522.3MH+) 
Example 1819 

2-{2-ferf'Butyl>4-[2-(7'fluoro-1-imino-5 t 6-dimethoxy-1 ,3"dihydro-isoindol-2-yl)-acetyl]-6-pyrrolidin-1-yl- 
phenoxymethyl}-cyclopropanecarboxylic acid hydrobromide 

[2728] MS:m/e(ESI)568.4(MH+) 
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Example 1820 

5-{2-ferf-Butyl-6-(4-cyano-piperidin-1 -yl)-4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl1- 
phenoxy}-pentanoic acid hydrobromide 

[2729] MS:m/e(ESI)609.4(MH+) 

Example 1821 

(2-{2-fertButyl-4-[2-(7-fluoro-1-im^ 
ethoxy)-acetic acid hydrobromide 

[2730] MS:m/e(ESI)572.3(MH+) 

Example 1822 

5-{2-(2-Cyano-1 J-dimethyl-ethyl)^-[2-(2-cyclopropyl^ 
phenoxyj-pentanoic acid hydrobromide 

[2731] MS:m/e(ESI)489.3(MH+) 

Example 1 823 

5^2-terf-Butyl-6-(3^yano-propyl)-4-[2-(2^yclopropyl-7-imino-5y-dihydro-pyrrolo[3,4-b^ 
phenoxy}-pentanoic acid hydrobromide 

[2732] MS:m/e(ESt)531 .4(MH+) 

Example 1824 

5^2-te^Butyl-6-(3^yano-propoxy)-4-[4-(2-cyclopropyl-7Hmino-57-dihydro-pyrrolo[3,4-b]pyridi 
phenoxyl-pentanoic acid hydrobromide 

[2733] MS:m/e(ESI)575.4(MH+) 

Example 1825 

{2-ferf-Butyl-6-(3-cyano-propoxy)-4-[4-(2^yclopropyl-7-imino-57-dihydro-pyrrolo[3 ) 4-b]pyridin 
phenoxy}-acetic acid hydrobromide 

[2734] MS:m/e(ESi)533.3(MH+) 

Example 1826 

6^2-te^Butyl-4-[2-(2-cyclopropyl-7-imino-5y-dihydro-pyrrolo[3 1 4-b]pyridin-6-yl)-acetyl]-phenoxy}-n acid 
hydrobromide 

[2735] MS:m/e(ESI)485.2(MH+) 
Example 1827 

242-fertButyl-4-[2-(2-cyclopropy>-7-imm^^ 
phenoxymethyl}-cyclopropanecarboxylic acid hydrobromide 

[2736] MS:m/e(ESI)531.1(MH+) 
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Example 1828 

5^2-tertButyl-442-(2-cyclopropyl-7Mmm^^ 
pentanoic acid hydrobromide 

[2737] MS:m/e(ESI)549.5(MH+) 

Example 1829 

4^2-tertButyl-4-[2'(2-cyclopropyl-7-imino-5 ,7~dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-6-piperidin-1 -yl-phenoxy}- 
butanoic acid hydrobromide 

[2738] MS:m/e(ESI)532.9(MH+) 

Example 1830 

4-[2-teff-Butyl-4-[2-(2^yclopropyl-7-imino-5y-dihydro-pyrrolo[3 t 4-b]pyridin-6-yl)-acety^ 
phenoxy]-butanoic acid hydrobromide 

[2739] MS:m/e(ESI)546.9(MH+) 

Example 1831 

4- [2-te/f-Butyl-4-[2-(2^yclopropyl-7-im^ 
phenoxy]-butanoic acid hydrobromide 

[2740] MS:m/e(ESI)548.9(MH+) 

Example 1 832 

4^2-tertButyl-6-(4^yano-piperidin-1-yl)-4-[2-(2-cyd^ 
phenoxy}-butanoic acid hydrobromide 

[2741] MS:m/e(ESI)557.9(MH+) 

Example 1833 

5- [2-fe/t-Butyl-4-[2-(2-cyclopropyl-7-imino-5y-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-6-(4^ 
phenoxy]-pentanoic acid hydrobromide 

[2742] MS:m/e(ESI)560.9(MH+) 

Example 1834 

5-[2-tert-Butyl-4-[2-(2-cyclopropyl-7-imm^ 
phenoxy)-pentanoic acid hydrobromide 

[2743] MS:m/e(ESI)562.9(MH-f) 

Example 1835 

5^2-tertButyl-6-(4-cyano-piperidin-1-yl)-4-[2-(2-cyd^ 
phenoxy}-pentanoic acid hydrobromide 

[2744] MS:m/e(ESI)571 .9(MH+) 
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Example 1 836 

(2-{2'te/t-Butyl-4-[2-(2-cyclopropyl-7-imino-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl) 
ethoxy)-acetic acid hydrobromide 

[2745] MS:m/e(ESI)534.8<MH+) 

Example 1837 

5^2-(2<2yano-1 J -dimethyl-ethylH-[2-(3-ethoxy-7^ 
acetyl]-phenoxy}-pentanoic acid hydrobromide 

[2746] MS:m/e(ESI)549.8(MH+) 

Example 1 838 

5^2-fe^Butyl-6-(3^yano-propyl)-4-[2-(3-etho^ 
acetyl]-phenoxy}-pentanoic acid hydrobromide 

[2747] MS:m/e(ESI)591 .9(MH+) 

Example 1 839 

5^2-te^Butyl-6-(3^yano-propoxy)^-[4-(3-ethoxy-7-imino-2-methylcaii3amoyl-5y-dihydro-pyrro 
6-yl)-3-oxo-butyl]-phenoxy}-pentanoic acid hydrobromide 

[2748] MS:m/e(ESI)635.9(MH+) 

Example 1 840 

{2-fe/t-Butyl-6-(3-cyano-propoxy)-4-[4-(3-ethoxy-7-imino-2-methylcarbamoyl-57-dihydro-pyrroio[3,4-^^ 
3-oxo-butyl]-phenoxy}-acetic acid hydrobromide 

[2749] MS:m/e(ESI)593.8(MH+) 

Example 1841 

6^2-terfrButyl-4-[2-(3-ethoxy-7-imino-2-m 
nicotinic acid hydrobromide 

[2750] MS:m/e(ESI)545.8(MH+) 

Example 1842 

(2-{2-tert-Butyl-442-(3-ethoxy-7-imino-2-methylcafo^ 
1-yl-phenoxy}-ethoxy)-acetic acid hydrobromide 

[2751 ] MS:m/e(ESI)595.9(MH+) 

Example 1843 

5-{2-(2>Cyano>1 ,1 -dimethyl-ethyl)-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindo)-2-yl)-acetyl]-phenoxy}- 
pentanoic acid hydrobromide 

[2752] MS:m/e(ESI)553.8(MH+) 
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Example 1 844 

5^2-te^Butyl-6-(3<:yano-propyl)-4-[2-(5 < 6-diethoxy-7-fluoro-1-imino-1 t 3-dihydro-iso 
pentanoic acid hydrobromide 

[2753] MS:m/e(ESI)595.9(MH+) 

Example 1845 

S^-tertButyl-e-tS^yano-propoxyM^-^S-diefo^ 
phenoxy}-pentanoic acid hydrobromide 

[2754] MS:m/e(ESI)640.9(MH+) 

Example 1846 

(642-fe^Butyl-4^2-(5-ethoxy-1-imino-6-m 
acetic acid hydrobromide 

[2755] MS:m/e(ESI)559.1(MH+) 

Example 1847 

5-{2-(Cyano-dimethyl-methyl)-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyM ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}- 
pentanoic acid hydrobromide 

[2756] MS:m/e(ESI)535.2(MH+) 

Example 1848 

3-[2-fert-Butyl-442-(5-ethoxy-1-imino-6-m 
propoxy)-phenoxy]-propionic acid hydrobromide 

[2757] MS:m/e(ESI)637.3(MH+) 

Example 1849 

5-[2-te^Butyl-4-[2-(5-ethoxy-lH'mino-6-methy^^^ 
propoxy)-phenoxy]-pentanoic acid hydrobromide 

[2758] MS:m/e(ESI)665.3(MH+) 

Example 1850 

(6-{2-terf^Butyl>4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ^-dihydro-isoindol^-yO-acetyO-phenoxyl-pyridin-S-yQ-acetic 
acid hydrobromide 

[2759] MS:m/e(ESI)536.2(MH+) 

Example 1 851 

5-{2-(Cyano-dimethyl-methyl)-4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ^-dihydro-isoindol^-yQ-acetyll-phenoxy}- 
pentanoic acid hydrobromide 

[2760] MS:m/e(ESI)512.2(MH+) 
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Example 1852 

5-[2-te^Butyl-4-f2-(7-fluoro-1-imino-5,6-dime 
phenoxy]-pentanoic acid hydrobromide 

[2761] MS:m/e(ESI)642.3(MH+) 

Example 1853 

(6-{2-tert-Butyl-4-[2-(5 t 6-diethoxy-7-fluoro^ 
acid hydrobromide 

[2762] MS:m/e(ESI)564.2(MH+) 

Example 1854 

5-{2-(Cyano-dimethyl-methyl)-4-[2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}- 
pentanoic acid hydrobromide 

[2763] MS:m/e(ESI)540.2(MH+) 

Example 1855 

S-^-te^ButyM-g-^S-diethoxy^-flu^ 
phenoxyj-pentanoic acid hydrobromide 

[2764] MS:m/e(ESI)670.2(MH+) 

Example 1856 

(6-{2-fert-Butyl-4-[2-(2-cyclopropyl-7-imino-5 ,7-dihydro-pyrrolo[3,9-b]pyridin-6-yl)-acetyl]-phenoxy}-pyridin-3-yl)- 
acetic acid hydrobromide 

[2765] MS:m/e(ESI)499.1(MH+) 

Example 1857 

5-{2-(Cyano-dimethyl-methyl)-4-[2-(2<:yclopropyl^^ 
pentanoic acid hydrobromide 

[2766] MS:m/e(ESI)475.2(MH+) 

Example 1858 

4- [2-te^Butyl-4-[2-(2-cyclopropyl-7-imm^ 
phenoxyl-butanoic acid hydrobromide 

[2767] MS:m/e(ESI)591 .2(MH+) 

Example 1859 

5- [2-te^Butyl-4-[2-(2-cyclopropyl-7-imino^ 
phenoxyj-pentanoic acid hydrobromide 

[2768] MS:m/e(ESI)605.2(MH+) 
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Example 1 860 

(6-{2-te/t-Butyl-4-[2-(3-ethoxy-7-imino^ 
pyridin-3-yl)-acetic acid hydrobromide 

[2769] MS:m/e(ESI)560.1 (MH+) 

Example 1861 

5^2-(Cyano-dimethyl-methyl)-4-[2-(3-etho 
acetyl]-phenoxy}-pentanoic acid hydrobromide 

[2770] MS:m/e(ESI)536.2(MH+) 

Example 1862 

9-[2-terf-Butyl-4-[2-(3-ethoxy-7-imino-2-methylcarbamoyl-5,7-dihydro-pyrrolo[3,4-b]pyridin- 
2-yl-propoxy)-phenoxy]-butanoic acid hydrobromide 

[2771] MS:m/e(ESI)652.2(MH+) 

Example 1863 

5-[2-fe/t-Butyl-4-[2-(3-ethoxy-7-imino-2- methylcarbamoyl-S^-dihydro-pyrrolotS^-bjpyridin-e-yQ-acetyn-e^S-thiazol- 
2-yl-propoxy)-phenoxy]-pentanoic acid hydrobromide 

[2772] MS:m/e (ESI) 666.2 (MH+) 

Example 1864 

4-{5-[2-(5-Ethoxy-1-imino-6-methylcarbamoyl-1 .S-dihydro-isoindol^-ylj-acetyQ-S.S-dimethyl^.S-dihydro-indol-l-yl}- 
butanoic acid hydrobromide 

[2773] MS:m/e(ESI)506.3(MH+) 

Example 1 865 

4-{542-(7-Fluoro-1-imino-5,6-dimethoxy-1,3-dihydro-isoindol-2-yl)-acetyl]-3,3-dimethy 
butanoic acid hydrobromide 

[2774] MS:m/e(ESI)483.3(MH+) 

Example 1866 

4-{542-(5 > 6-Diethoxy-74luoro-1-imino-1 ) 3-dih^ 
acid hydrobromide 

[2775] MS:m/e(ESI)51 1 .3(MH+) 

Example 1867 

4^5-[2-(2-Cyclopropyl-7-imino-5 t 7-dihydro-pyro 
butanoic acid hydrobromide 

[2776] MS:m/e(ESI)447.3(MH+) 
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Example 1868 

4-{5-[2-(3>Ethoxy-7-imino-2-methylcaroamoyl-5 > 7- dihydro-pyrroloP^-blpyridin-e-vO-acetyO-S.a-dimethyl- 
2 > 3-dihydro-indon-yl}-butanoic acid hydrobromide 

[2777] MS:m/e(ESI)508.3(MH+) 

Example 1869 

{3-[2-(5-Ethoxy-1 Hmino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)>acetyl]-5-pyrrolidin-1 -yl-phenoxy)-acetic acid 
hydrobromide 

[2778] MS:m/e(ESI)495.3(MH+) 
Example 1 870 

443-[2-(5-Ethoxy-1-imino-6-methylcarbam 
acid hydrobromide 

[2779] MS:m/e(ESI)523.3(MH+) 

Example 1871 

S^S-^S-Ethoxy-l-imino-e-methylcaroamoyn.S-dihyd 
acid hydrobromide 

[2780] MS:m/e(ESt)537.3(MH+) 

Example 1872 

{3-[2-(7-Fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-5-pyrrolidin-1 -yl-phenoxy}-acetic acid 
hydrobromide 

[2781] MS:m/e(ESI)472.2(MH+) 
Example 1873 

4- {3-[2-(7-Fluoro-1 -imino-5 t 6-dimethoxy-1 ,3-dihydro- isoindol-2-yl)-acetyl]-5-pyrrolidin-1 -yt-phenoxy}-butanoic acid 
hydrobromide 

[2782] MS:m/e(ESI)500.2(MH+) 
Example 1874 

5- {342-(7-Fluoro-1-imino-5,6-dimethoxy acid 
hydrobromide 

[2783] MS:m/e(ESI)514.3(MH+) 
Example 1 875 

{3-[2-(2-Cyclopropyl-7-imino-57-dihydro-pyTO acid 
hydrobromide 

[2784] MS:m/e(ESI)435.2(MH+) 
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Example 1876 

4- {3-[2-(2-Cyclopropyl-7-imino-5,7-dihydro-pyrrolo[3 > 4-b]py acid 
hydrobromide 

[2785] MS:m/e(ESI)463.3(MH+) 
Example 1 877 

5- {3-[2-(2-Cyclopropyl-7-imino-5y-dihydro-pyrrolo[3,4-bfe^ 
acid hydrobromide 

[2786] MS:m/e(ESi)477.3(MH+) 

Example 1878 

{3-[2-(3-Ethoxy-7-imino-2-methylcarba -yl- phenoxy}- 

acetic acid hydrobromide 

[2787] MS:m/e(ESI)496.2(MH+) 

Example 1879 

4^3-[2-(3-Ethoxy-7-imino-2-methylcaroam 
phenoxyj-butanoic acid hydrobromide 

[2788] MS:m/e(ESI)524.3(MH+) 

Example 1880 

5^3-[2-(3-Ethoxy-7Hmino-2-methylcamamoyl-5J-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-5-pyrr^ 
phenoxyj-pentanoic acid hydrobromide 

[2789] MS:m/e(ESI)538.3(MH+) 

Example 1881 

{3-[2-(5,6-Diethoxy-7-fluoro-1 -imino-1 t 3-dihydro-isoindol-2-yl)-acetyl]-5-pyrrolidin-1 -yl-phenoxy}-acetic acid 
hydrobromide 

[2790] MS:m/e(ESI)500.2(MH+) 
Example 1882 

4- {3-[2-(5,6-Diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-5-pyrrolidin-1 -yl-phenoxy}-butanoic acid 
hydrobromide 

[2791] MS:rn/e(ESI)528.2(MH+) 
Example 1883 

5- {3-[2-(5 > 6-Diethoxy-7-fluoro-1 -imino-1 .S-dihydro-isoindol^-yQ-acetyll-S-pyrrolidin-l -yl-phenoxy}-pentanoic acid 
hydrobromide 

[2792] MS:m/e(ES!)542.3(MH+) 
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Example 1884 

2^2-[3-te/t-Butyl-9-(methanesulfonyl-m 
isoindole-5-acetic acid methylamide hydrobromide 

[2793] MS:m/e(ESI)515.5(MH+) 

Example 1885 

5-[2-fert-Butyl-4-[2-(5-ethoxy-1-im^ 
propoxy)-phenoxy]-pentanoic acid hydrobromide 

[2794] MS:m/e(ESI)664.3(MH+) 

Example 1886 

[2-fert-Butyl^-[2-(5-ethoxy-1-imino-6-methylcafo^^ 
phenoxy]-acetic acid hydrobromide 

[2795] MS:m/e(ESI)565.2(MH+) 

Example 1887 

5-[2-te/t-Butyl-4-[2-(5-ethoxy-1-imino-6^ 
1 -yl)-phenoxy]-pentanoic acid hydrobromide 

[2796] MS:m/e(ESI)607.3(MH+) 

Example 1888 

{2-tert-Butyl-4-[4-(5-ethoxy-1 -imino-6- methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-3-oxo-butyl]-6'pyrrolidin-1 -yl- 
phenoxy}-acetic acid hydrobromide 

[2797] MS:m/e(ESI)579.3(MH+) 

Example 1889 

442-tertButyl-4-[2-(5-ethoxy-1-imino-6-m 
phenoxy}-butanoic acid hydrobromide 

[2798] MS:m/e(ESI)593.3(MH+) 

Example 1890 

5-{2-terf-Butyl-6-(4-cyano-piperidin-1 -yl)-4-[2-(5-ethoxy-1-imino-6-methylcaroamoyl-1 ^-dihydro-isoindol^-yl)- 
acetyl]-phenoxy}-pentanoic acid hydrobromide 

[2799] MS:m/e (ESI) 632. 3 (MH+) 

Example 1891 

N-{2-ferf-Butyl-4-[2-(7-fluoro-1-imino-5 > 6-dimethoxy-1,3-dihydro-isoindol-2-yl)-acetyl> 
methanesulfonamide hydrobromide 

[2800] MS:m/e(ESI)492.2(MH+) 
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Example 1892 

5-[2-fert-Butyl-4-[2-(7-fluoro-lH^ 
phenoxy]-pentanoic acid hydrobromide 

[2801] MS:m/e(ESI)641 .2(MH+) 

Example 1893 

[2-tert-Butyl-4-[2-(7-fluoro-1 -imino-5,6-dimethoxy- 1 ,3-dihydro-isoindol-2-yl)-acetyl)-6'(2-methyl-pyrrolidin>1 -yl)- 
phenoxy]-acetic acid hydrobromide 

[2802] MS:m/e(ESI)542.2(MH+) 

Example 1894 

5-[2-tert-Butyl-4-[2-(7-fluoro-1-imino-5,6-dim^ 
phenoxy]-pentanoic acid hydrobromide 

[2803] MS:m/e(ESI)584.3(MH+) 

Example 1895 

5-{2-terf-Butyl-4-[2-(7-fluoro-1-iminO'5,6-dimethoxy-1 ,3~dihydro-isoindol-2'yl)-acetyl]-6-morpholin-4-yl-phenoxy}- 
pentanoic acid hydrobromide 

[2804] MS:m/e(ESI)586.3(MH+) 

Example 1896 

N-{2-teff-Butyl-4-[2-(5,6'diethoxy-7-fluoro-1-imino-1 ^-dihydro-isoindol^-yiyacetyll-phenyll-N-methyl- 
methanesulfonamide hydrobromide 

[2805] MS:m/e(ESl)520.2(MH+) 

Example 1897 

S^-ferf-Butyl^-g-tS^-diethoxy^-fluoro-l-imino-l ,3-dihydrO'isoindol-2-yl)-acetyl]-6-(3-thiophen-2-yl-propoxy)' 
phenoxyj-pentanoic acid hydrobromide 

[2806] MS:m/e(ESI)669.3(MH+) 

Example 1898 

[2-tert-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-(2-methyl-pyrrolidin- 1 -yl)- 
phenoxy]-acetic acid hydrobromide 

[2807] MS:m/e(ESI)570.3(MH+) 

Example 1899 

5-[2-tert-Butyl-4-[2-[5,6-diethoxy-7-fluoro-1 -imino-1 > 3-dihydro>isoindol-2>yl)-acetyl]-6-(2-methyl-pyrrolidin-1-yl)- 
phenoxyl-pentanoic acid hydrobromide 

[2808] MS:m/e(ESI)61 2.3(MH+) 



489 



EP 1 391 451 A1 

Example 1900 

{2-tert-Butyl-4-[4-(5,6-diethoxy-7^ 
acetic acid hydrobromide 

[2809] MS:m/e(ESI)584.3(MH+) 

Example 1901 

5^2-tertButyl-6-(4<yano-piperidin-1-yl)-4-[2-(5,6^ 
phenoxy}-pentanoic acid hydrobromide 

[2810] MS:m/e(ESI)637.2(MH+) 

Example 1 902 

5- [2-ferf-Butyl-4-[2-(2K:yclopropyl-7-8mino-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)'acetyl)-^ 
phenoxyj-pentanoic acid hydrobromide 

[2811] MS:m/e (ESI) 604.2 (MH+) 

Example 1903 

[2-tertButyM-[2-(2-cyclopropyl-7-imi^ pyrrolidin-1 -yl)- 

phenoxy]-acetic acid hydrobromide 

[2812] MS:m/e(ESI)505.2(MH+) 

Example 1904 

{2-te^Butyl-4-[4-(2-cyclopropyl-7-imino-57-dihydro-pyrrolo[3,9-b]pyhdin-6-yl)-3-oxo-butyl]-6-^ 
phenoxy}-acetic acid hydrobromide 

[2813] MS:m/e(ESI)519.2(MH+) 

Example 1905 

6^2-[3-te^Butyl-4-(methanesulfonyl-methyl-am 
[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[2814] MS:m/e(ESI)516.1(MH+) 

Example 1906 

5<2-te^Butyl-4-[2-(3-ethoxy-7-imino-2-met 

6- (3-thiophen-2-yl-propoxy)-phenoxy]-pentanoic acid hydrobromide 
[2815] MS:m/e(ESI)665.2(MH+) 

Example 1 907 

{2-tert-Butyl-4-[4-(7-fluoro-lHmino-5 t 6^ 
acetic acid hydrobromide 

[2816] MS:m/e(ESI)556.2(MH+) 
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Example 1908 

4^2-tertButyl-4-[2-(7-fluoro-1-imino-5,6-dimethoxy- 1 ,3-dihydro-isoindol-2-yl)'acetyl]-6-piperidin-1 -yl-phenoxy}- 
butanoic acid hydrobromide 

[2817] MS:m/e(ESI)570.3(MH+) 

Example 1909 

N42-ferf-Butyl-4^2-(2-cyclopropyl-7-imino-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-ph 
methanesulfon amide hydrobromide 

[2818] MS:m/e(ESI)455.2(MH+) 

Example 1910 

5-[2-tert-Butyl-4-[2-(2^yclopropyl-7-imi^ 
phenoxy]-pentanoic acid hydrobromide 

[2819] MS:rn/e(ESI)547.3(MH+) 

Example 1911 

[2-fert-ButyM42-(3-ethoxy-7-imino-2-methylcafo^ 
pyrrolidin-1-yl)-phenoxy]-acetic acid hydrobromide 

[2820] MS:m/e(ESI)566.2(MH+) 

Example 1912 

5- [2-te/t-Butyl-4-[2-(3-ethoxy-7-imino-2-meth^ 
pyrrolidin-1-yl)-phenoxy]-pentanoic acid hydrobromide 

[2821] MS:m/e(ESI)608.2(MH+) 

Example 1913 

{2-rer^Butyl-4-[4-(3-ethoxy-7-imino-2-methylcarbamoyl-57-dihydro-pyrrolo[3,9-b]pyridin-6-yl)-3-o 

6- pyrrolidin-1-yl-phenoxy}-acetic acid hydrobromide 

[2822] MS;m/e (ESI) 580.2 (MH+) 
Example 1914 

5-{2-te^Butyl-6-(4-cyano-piperidin-1-yl)-4-[2-(3-ethoxy-7-imino-2-methylcamamoyl-5y>dihydro-pyrrob 
pyridin-6-yl)-acety[]-phenoxy}-pentanoic acid hydrobromide 

[2823] MS:m/e(ESI)633.2(MH+) 

Example 1915 

2-{2-[3-(Acetyl-methyl-amino)-5-tert-butyl-phe^ 
acid methylamide hydrobromide 

[2824] MS:m/e(ESI)479.4(MH+) 
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Example 1916 

{2'ferf-Butyl-4-[3-(5>ethoxy-1»imino-6-methylcarbamoyl-1 ,3-dihydroHSoindol-2-vl)-2-oxo-propyll'6-pyrroHdin-1-yl- 
phenoxy}-acetic acid hydrobromide 

[2825] MS:m/e(ESI)565.4(MH+) 

Example 1917 

{2-te/t-Butyl-4-[3-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-2-oxo-propyl1-6-pyrrolidin-1 - yl-phenoxy}- 
acetic acid hydrobromide 

[2826] MS:m/e(ESI)570.4(MH+) 

Example 1918 

N^3-tert-Butyl-5-[2-(7-fluoro-1-imino-5,6<Jim^ 
hydrobromide 

[2827] MS:m/e(ESI)456.3(MH+) 
Example 1919 

{2-terf-Butyl-4-[3-(7-fluoro-1-imino-5,6'dimethoxy-1 > 3-dihydro-isoindol-2-yl)-2-oxo-propyl]-6-p^ 
acetic acid hydrobromide 

[2828] MS:m/e(ESI)542.1 (MH+) 

Example 1920 

5-{2-ferf-Butyl-4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ^-dihydro-isoindol^-yQ-acetyll-e-pyrrolidin-l-yl-phenoxy}- 
2-fluoro-pentanoic acid hydrobromide 

[2829] MS:m/e(ESI)588.2(MH+) 

Example 1921 

{2-tertButyl-4-[3-(2-cyclopropyl-7Hmino^ 
phenoxyj-acetic acid hydrobromide 

[2830] MS:m/e(ESI)505.2(MH+) 

Example 1922 

5^2-fertButyl-4-[2-(2-cyclopropyl-7-imino-57-dihyd 
2-fluoro-pentanoic acid hydrobromide 

[2831] MS:m/e(ESI)551 .3(MH+) 

Example 1923 

6^2'[3-(Acetyl-methyl-amino)-5-ferf-butyl-phenyl]"2-oxo-ethyl}-3>ethoxy-7-imino-67-dihydro-5H-pyrro 
pyridine-2-carboxylic acid methylamide hydrobromide 

[2832] MS:m/e(ESI)480.3(MH+) 



492 



EP 1 391 451 A1 

Example 1924 

{2-tert-Butyl-4-[3-(3-ethoxy-7Hmino-2-^ 
6-pyrrolidirv1-yl-phenoxy}-acetic acid hydrobromide 

[2833] MS:m/e(ESI)566.3(MH+) 

Example 1925 

4- [2-terf-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 > 3-dihydro-isoindol-2-yl)-acetyl]-^ 
propoxy)-phenoxy]-butanoic acid hydrobromide 

[2834] MS:m/e(ESI)650.2(MH+) 

Example 1926 

4^2-fertButyl-4-[2-(5-ethoxy-1-imino-6-me^ 
methyl-amino]-phenoxy}-butanoic acid hydrobromide 

[2835] MS:m/e(ESI)599.2(MH+) 

Example 1 927 

5^2-fertButyi-4-[2-(5-ethoxy-1-imino-6-methylc^ 
methyl-amino]-phenoxy}-pentanoic acid hydrobromide 

[2836] MS:m/e(ESI)61 1 .3(MH+) 

Example 1928 

{8-terNButyl-4-cyclopropyl-642-(5-ethoxy-lH^ 
2H-benzo[1 ,4]oxazin-3-yl}-acetic acid hydrobromide 

[2837] MS:m/e(ESI)563.2(MH+) 

Example 1929 

5- {442-(5-Ethoxy-2-imino-6-methylcait>amoyH 
acid hydrobromide 

[2838] MS:m/e(ESI)526.2(MH+) 

Example 1930 

2-[2-(8-tert-Butyl-4-methanesulfonyl-3,4<iihydra^ 
2,3-dihydro-1H-isoindole-5-acetic acid methyiamide hydrobromide 

[2839] MS:m/e(ESI)543.2(MH+) 

Example 1931 

4>[2-terf-Butvl-4'[2-(7-fluoro-1-imino-5 t 6-dimethoxy-1 i 3-dihydroHSoindol-2-yl)-acetyl]-6>(3-thiopr^ propoxy)- 
phenoxyj-butanoic acid hydrobromide 

[2840] MS:m/e (ESI) 627.2 (MH+) 
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Example 1932 

4- {2-terf-Butyl-4-[2-(7-fluoro-1-imino-5 ) 6-dimethoxy>1 .a-dihydro-isoindol-a-yO-acetyQ-S-Ka-fluoro-propyO-methyl' 
amino]-phenoxy}-butanoic acid hydrobromide 

[2841] MS:m/e(ESI)576.3(MH+) 

Example 1933 

5- {2-terf'Butyl-4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-[(2-methoxy-ethyl)-methyl- 
amino]-phenoxy}-pentanoic acid hydrobromide 

[2842] MS:m/e(ESI)588.3(MH+) 

Example 1934 

{8-tert-Butyl-4-cyclopropyl-6-[2-(7-fluoro-1-M 
benzo[1 ,4]oxazin-3-yl}-acetic acid hydrobromide 

[2843] MS:m/e(ESI)540.2(MH+) 

Example 1935 

5^4-[2-(7-Fiuoro-1-imino-5,6-dimethoxy-1,3-dihydro-isoindol-2-yl)-acetyl]-2-isopropoxy-phenoxy}-pent^ acid 
hydrobromide 

[2844] MS:m/e(ESI)503.2(MH+) 
Example 1936 

1-(8-tert-Buty)-4-methanesulfonyl-3,4-dfr^ 

1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 

[2845] MS:m/e(ESI)520.2(MH+) 

Example 1937 

4-[2-terNButyl-4-[2-(2-cyclopropyl-7-lmino-57-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-acetyl]-6-(3 
phenoxy]-butanoic acid hydrobromide 

[2846] MS:m/e(ESI)590.3(MH+) 

Example 1938 

4- {2-fertButyl-4-[2-(2-cyclopropyl-7Hmin^^ 
amino1-phenoxy)-butanoic acid hydrobromide 

[2847] MS:m/e(ESI)539.3(MH+) 

Example 1939 

5- {2-tertButyl-4-[2-(2-cyclopropyl-7Hmino^ 
amino]-phenoxy}-pentanoic acid hydrobromide 

[2848] MS:m/e(ESI)551 .3(MH+) 
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Example 1940 

{8-te^Butyl-4-cyctopropyl-6-[2-(2<:yclopropvl-7-M 3,4-dihydro-2H- 
benzo[1 ,4]oxazin-3-yl}-acetic acid hydrobromide 

[2849] MS:m/e(ESI)503.3(MH+) 

Example 1941 

5^4-[2-(2-Cyciopropyl-7-imino-5,7-dihydro-pyro acid 
hydrobromide 

[2850] MS:m/e(ESI)466.2(MH+) 
Example 1942 

1-(8-te/t-Butyl-4-methanesulfonyl-3,4'dihydro-2H-benzo[1 ,4]oxazin-6-yl)-2-(2-cyclopropyl-7-imino-5,7-dihydro- 
pyrrolofS^-blpyridin-e-yQ-ethanone hydrobromide 

[2851] MS:m/e(ESI)483.2(MH+) 

Example 1943 

4- [2-fe/t-Butyl-4-[2-(3-ethoxy-7-imino-2-methylcarbamoyl-5 J-dihydro^yrroloft^-blpyridin-S-yQ-acetyl]- 
6-(3-thiophen-2-yl-propoxy)-phenoxy]-butanoic acid hydrobromide 

[2852] MS:m/e(ESI)651 .3(MH+) 

Example 1944 

4^2-fe^Butyl-4-[2-(3-ethoxy~7Hmino-2-methylcarbamoyl-5J-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-^ 
propyl)-methyl-amino]-phenoxy}-butanoic acid hydrobromide 

[2853] MS:m/e(ESI)600.3(MH+) 

Example 1945 

5^2-te^Butyl-4<2-(3-ethoxy-7-imino-2-methylcafo^ 
6-[(2-methoxy-ethyl)-methyl-amino]-phenoxy}-pentanoic acid hydrobromide 

[2854] MS:m/e(ESI)612.3(MH+) 

Example 1946 

{8-ferf-Butyl-4-cyclopropyl-6'[2-(3-ethoxy-7Hmino-2-methylcarbamoyl-57-dihydro-pyrrolo[3,4-b]pyridin~^ 
3,4-dihydro-2H-benzo[1,4]oxazin-3-yl}-acetic acid hydrobromide 

[2855] MS:m/e(ESI)564.2(MH+) 

Example 1947 

5- {4-[2-(3-Ethoxy-7-imino-2-methylcaroam 
pentanoic acid hydrobromide 

[2856] MS:m/e(ESI)527.2(MH+) 
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Example 1948 

6-[2-(8-tert-Butyl-4-methanesulfonyl-3,4-dihydro^ 

6,7-dihydro-5H-pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 
[2857] MS:m/e(ESI)544.1 (MH+) 
Example 1949 

Ethyl {8-terf-butyl-6-[2-(5-ethoxy-1 -imino-6-methylcarbamoyl-1 ,3-diriydro-isoindol-2-yl)-acetylH- methyl-3,9-dihydro- 
2H-benzo[1 ,9]oxazin-2-yl}-acetate hydrobromide 

[2858] MS:m/e(ESI)565.4(MH+) 

Example 1950 

Ethyl {S-ferf-butyl-S-g^Z-fluoro-l-imino-S^-dimethoxy-l .S-dihydro-isoindol^-ylj-acetyQ^-methyl-S^-dihydro^H- 
benzo[1 ,9]oxazin-2-yl}-acetate hydrobromide 

[2859] MS:m/e(ESI)542.3(MH+) 

Example 1951 

Ethyl {8-tertbutyl-6-[2-(2-cyclopropyl-7-imino-57-dihydro-^^ 
benzo[1 ,4]oxazirv2-yl}-acetate hydrobromide 

[2860] MS:m/e(ESI)505.4(MH+) 

Example 1952 

5^2-te^Butyl-6-(3^yanomethyl-pyrrolidin-1-yQ^-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol- 
2-yl)-acetyl]-phenoxy}-pentanoic acid hydrobromide 

[2861] MS:m/e(ESI)632.3(MH+) 

Example 1953 

5>{2-te^Butyl-6-(3^yanomethyl-pyrrolidin-1-yl)-4-[2-(7-fluoro-1-imino-5 > 6-dtmethoxy-1 ,3-dihydro-isoindol-2-yl)- 
acetyl]-phenoxy}-pentanoic acid hydrobromide 

[2862] MS:m/e(ESI)609.3(MH+) 

Example 1954 

5^2-fertButyl-6-(3^yanomethyl-pyrrolid^^ 
acetyl]-phenoxy}-pentanoic acid hydrobromide 

[2863] MS:mye(ESI)572.4(MH+) 

Example 1955 

5^2-tertButyl-6-(3^yanomethyl-pyrrolidin-1-ylM-^ 
[3,4-b]pyridin-6-yi)-acetyl]-phenoxy}-pentanoic acid hydrobromide 

[2864] MS:m/e(ESI)633.5(MH+) 
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Example 1956 

5^4-[2-(5-Ethoxy-1-imino-6-methylcarbamoyl-1 .S-dihydro-isoindol^-yQ-acetyll^-isopropoxy-S-pyrrolidin-l-yl' 
phenoxy}-pentanoic acid hydrobromide 

[2865] MS:m/e(ESI)595.0(MH+) 

Example 1957 

5^4-[2-(7-Fluoro-1-imino-5,6-dimethoxy^ 
pentanoic acid hydrobromide 

[2866] MS:m/e(ESI)572.0(MH+) 

Example 1958 

5^4-[2-(2^yclopropyl-7-imino-5J-dihydro-pyrrolo^ pyrrolidin-1-yl- 
phenoxy}-pentanoic acid hydrobromide 

[2867] MS:m/e(ESI)535.1 (MH+) 

Example 1959 

5^4-[2-(3-Ethoxy-7-imino-2-methylcarbamoyl-57-dihydra^ 
6-pyrrolidin-1-yl-phenoxy}-pentanoic acid hydrobromide 

[2868] MS:m/e(ESI)596.2(MH+) 

Example 1960 

Ethyl {8-tert-butyl-6-[2-(3-ethoxy-7-imino-2-methylcafo^ 
3,4-dihydro-2H-benzo[1 ,4]oxaztn-2-yl}-acetate hydrobromide 

[2869] MS:m/e(ESI)566.3(MH+) 

Example 1961 

2-re/t-Butvl-4-[2>(5,6-diethoxy-7-fluoro-lHmino-1,3-dihydro-isoindol-2-yl)-acetyl]-phenyl methylcarbamate 
hydrobromide 

[2870] MS:m/e(ESI)486.2(MH+) 
Example 1962 

2-rerf-Butyl-4-[2-(7-fluoro-lHmino-5 > 6-dimethoxy-1,3-dihydro-isoindol-2-yl)-acetyl]-phenyl methylcarbamate 
hydrobromide 

[2871] MS:m/e(ESI)458.2(MH+) 
Example 1963 

2-tert-Butyl-4-[2-(2-cyclopropyl-7-imino-57-dihydro- pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-phenyl methylcarbamate 
hydrobromide 

[2872] MS:m/e(ESI)421 .3(MH+) 
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Example 1964 

2-tert-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbam methylcarbamate 
hydrobromide 

[2873] MS:m/e(ESI)481 .3(MH+) 
Example 1965 

2-te/t-Butyl-4-[2-(3-ethoxy-7-imino-2-methylcarbam 
methylcarbamate hydrobromide 

[2874] MS:m/e(ESI)482.3(MH+) 

Example 1966 

2-te/t-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ^-dihydro-isoindol^-yQ-acetyll-phenyl pyrrolidine-1 -carboxylate 
hydrobromide 

[2875] MS:m/e(ESI)526.4(MH+) 
Example 1967 

2-tert-Butyl-4-[2-(7-f luoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl pyrrolidine-1 -carboxylate 
hydrobromide 

[2876] MS:m/e(ESI)498.4(MH+) 
Example 1968 

2-te/t-Butyl-4-[2-(2-cyclopropyl-7-imino-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-pheny pyrrolidine- 
1 -carboxylate hydrobromide 

[2877] MS:m/e(ESI)461 .4(MH+) 

Example 1969 

2-rerf-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 > 3-dihydro-isoindol-2-yl)-acetyl]-phenyl pyrrolidine- 
1 -carboxylate hydrobromide 

[2878] MS:m/e(ESI)521 .4(MH+) 

Example 1970 

2-te^Butyl-4-[2-(3-ethoxy-7-imino-2-methy)carbamo^^^ 
pyrrolidine-1 -carboxylate hydrobromide 

[2879] MS:m/e(ESI)522.4(MH+) 

Example 1971 

(1-{2-Butoxy-3-te/t-butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1,3-dihydro-isoindoi-2-yl)-acetyi]-phenyl}- 
pyrrolidin-3-yloxy)-acetic acid hydrobromide 

[2880] MS:m/e(ESI)623.5(MH+) 
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Example 1972 

(1"{2-Butoxy-3-fe/t-butyl-5-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 t 3-dihydro-isoindol-2-yl)-acety[]-phenyl}-pyrrolidin- 
3-yloxy)-acetic acid hydrobromide 

[2881] MS:m/e(ESI)600.4(MH+) 

Example 1973 

(1-{2-Butoxy-3-tert-butyl-5-[2-(2-cy^ 
3-yloxy)-acetic acid hydrobromide 

[2882] MS:m/e(ESI)563.4(MH+) 

Example 1974 

(1-{2-Butoxy-3-tert-butyl-5-[2-(3-ethoxy-7-im^ 
phenyl}-pyrrolidin-3-yloxy)-acetic acid hydrobromide 

[2883] MS:m/e(ESI)624.5(MH+) 

Example 1 975 

5-[2-ferf-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 t 3-dihydro-isoindol-2-yl)-ace^ 
pyrrolidin-1-yl)-phenoxy]-pentanoic acid hydrobromide 

[2884] MS:m/e(ESI)637.5(MH+) 

Example 1976 

5-[2-fert-Butyl-4-[2-(7-fluoro-lHmino-5,^ 
1 -yl)-phenoxy]-pentanoic acid hydrobromide 

[2885] MS:m/e(ESI)614.4(MH+) 

Example 1977 

5-[2-fe^Butyl-4-[2-(2<yclopropyl-7-imino-5/<lihy 
pyrrolidin-1-yl)-phenoxy]-pentanoic acid hydrobromide 

[2886] MS:m/e(ESI)577.4(MH+) 

Example 1978 

5- [2-tert-Butyl-4-[2-(3-ethoxy-7-imino-2- methylcarbamoyl-5,7-dihydrO'pyrrolo[3,4>b]pyridin-6-yl)-acetyl]- 

6- (3-methoxymethyl-pyrrolidin-1 -yl)-phenoxy]-pentanoic acid hydrobromide 

[2887] MS:m/e(ESI)638.5(MH+) 
Example 1979 

[2-tertButyl^-[2-(5-ethoxy-1-imino-6-me 
pyrrolidin-1-yl)-phenoxy]-acetic acid hydrobromide 

[2888] MS:m/e(ESI)595.4(MH+) 
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Example 1980 

[2-tert-ButyM-[2-(7-fluoro-1-imino^ 

1- yl)-phenoxy]-acetic acid hydrobromide 

[2889] MS:m/e(ESI)572.3(MH+) 
Example 1981 

[2-fert-Butyl^-[2-(2-cyclopropyl-7-im^ 
pyrrolidin-1-yl)-phenoxy]-acetic acid hydrobromide 

[2890] MS:m/e(ESI)535.3(MH+) 

Example 1982 

[2-tert-Butyl^-[2-(3-ethoxy-7-imino-2HTie^ 

6-(3-methoxymethyl-pyrrolidin-1 -yl)-phenoxy]-acetic acid hydrobromide 
[2891] MS:m/e(ESI)596.4(MH+) 
Example 1983 

{8-tert-Butyl-6-[2-(5-ethoxy-1-imino-6-^ 
benzo[1 ,4]oxazin-2-yl}-acetic acid hydrobromide 

[2892] MS:m/e(ESI)537.3(MH+) 

Example 1 984 

{8-tert-Butyl-6-[2-(7-fluoro-1-imino-5,6<iim^ 
[1 ,4]oxazin-2-yl}-acetic acid hydrobromide 

[2893] MS:m/e(ESI)51 4.3(MH+) 

Example 1985 

{8-tertButyl-642-(2-cyclopropyl-7-imino-57-dihyd 
benzo[1 ,4]oxazin-2-yl}-acetic acid hydrobromide 

[2894] MS:m/e(ESI)477.3(MH+) 

Example 1 986 

{8-fert-Butyl-6-[2-(3-ethoxy-7-imino-2-me 
3,4-dihydro-2H-benzo[1 ,4]oxazin-2-yl)-acetic acid hydrobromide 

[2895] MS:m/e(ESI)538.3(MH+) 

Example 1987 

2- (1-{3-terf-Butyl-5-[2-(5-ethoxy-lHmino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl}- 
pyrrolidin-3-yloxy)-butanoic acid hydrobromide 

[2896] MS:m/e(ESI)609.2(MH+) 
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Example 1988 

2-(1-{3-tert-Butyl-5-[2-(7-fluoro-1-imino-5,6-d^ 
pyrrolidin-3-yloxy)-butanoic acid hydrobromide 

[2897] MS:m/e (ESI) 586.2 (MH+) 

Example 1989 

2-(1-{3-tert-Butyl-5-[2-(2-cyclopropyl-7-imino-57^ 
pyrrolidin-3-yloxy)-butanoic acid hydrobromide 

[2898] MS:m/e(ESI)549.3(MH+) 

Example 1990 

2-(1-{3-tert-Butyl-5-[2-(3-ethoxy-7-im^ 

2-methoxy-phenyl}-pyrrolidin-3-yloxy)-butanoic acid hydrobromide 
[2899] MS:m/e(ESI)61 0.5(MH+) 
Example 1991 

2^2-tertButyl-6-(3^yano-propoxy)-4-[2-(5,6-diethoxy-7-fl^ 
pentanoic acid hydrobromide 

[2900] MS:m/e(ESI)612.6(MH+) 

Example 1992 

242-tertButyl-6-(3-cyano-propoxy)-4-[2-(7-fluoro-lHm^ 
pentanoic acid hydrobromide 

[2901] MS:m/e(ESI)584.5(MH+) 

Example 1993 

2-{2-te^Butyl-6-(3-cyano-propoxy)-4-[2-(2-cycto 
phenoxy}-pentanoic acid hydrobromide 

[2902] MS:m/e(ESI)547.5(MH+) 

Example 1994 

2-{2-terf-Butyl-6'(3-cyano-propoxy)-4>[2>(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]- 
phenoxy}-pentanoic acid hydrobromide 

[2903] MS:m/e(ESI)607.5(MH+) 

Example 1995 

2-{2-tertButyl-6-(3-cyano-propoxy)-4-[2-(3-ethoxy-7-imi^^ 
6-yl)-acetyl]-phenoxy}-pentanoic acid hydrobromide 

[2904] MS:m/e(ESI)608.5(MH+) 
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Example 1 996 

1 -{2-ferf-Butyl-4-[2-(5,6-diethoxy-7-f luoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyll-phenyl} pyrrolidine- 
1 ,2-dicarboxylate hydrobromide 

[2905] MS:m/e(ESI)570.4(MH+) 

Example 1 997 

1 -{2-tert-Butyl-4-[2-(7-f luoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl} pyrrolidine- 
1 ,2-dicarboxylate hydrobromide 

[2906] MS:m/e(ESI)542.4(MH+) 

Example 1998 

l-^-fertButyM-^-^-cyclopropyl^-imino-Sy-dihydro-^^ pyrrolidine- 
1 ,2-dicarboxylate hydrobromide 

[2907] MS:m/e(ESI)505.4(MH+) 

Example 1999 

1 -{2-terf-Butyl-4-[2-(5-ethoxy-1 -imino-6-methylcarbamoyH ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl} pyrrolidine- 
1 ,2-dicarboxylate hydrobromide 

[2908] MS:m/e(ESl)565.5(MH+) 

Example 2000 

1-{2-ter£Butyl-4-[2-(3-ethoxy-7-imino-2-m 
pyrrolidine-1 ,2-dicarboxylate hydrobromide 

[2909] MS:m/e(ESI)566.5(MH+) 

Example 2001 

Ethyl 8-rert-butyl-6-[2-(7-fiuoro-1-imino-5,6-dimethoxy-1 ) 3-dihydro-isoindoi-2-yl)-acetyl]-4-methyl-3,4-dihydro-2H- 
benzo[1 ,4]oxazine-2-carboxyiate hydrobromide 

[2910] MS:m/e(ESI)528.4(MH+) 

Example 2002 

Ethyl 8-fe/t-butyl-6-[2-(5,6-diethoxy-7-fluoro-lHmino-1 > 3-dihydro-isoindol-2-yl)-acetyl]-4-methyi-3,4-dihydro-2H- 
benzo[1 ,4]oxazine-2-carboxylate hydrobromide 

[2911] MS:m/e(ESI)556.4(MH+) 

Example 2003 

Ethyl 8-fert-butyl-6-[2-(2-cyclopropyl-7-imino-5,7-d^ 
benzo[1 ,4]oxazine-2-carboxylate hydrobromide 

[2912] MS:m/e(ESI)491 .5(MH+) 
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Example 2004 

(1-{3-tertButyl-542-(5-ethoxy-1-imino-6-methy^ 
piperidin-4-yloxy)-acetic acid hydrobromide 

[291 3] MS:m/e(ESI)594.7(MH+) 

Example 2005 

(1-{3-fe^Butyl-5-[2-(7-fluoro-1-imino-5,6-dim 
4-yloxy)-acetic acid hydrobromide 

[2914] MS:m/e(ES!)571 .7(MH+) 

Example 2006 

(1-{3-fe^Butyl-5-[2-(3-ethoxy-7-imino-2-me 
phenyl}-piperidin-4-yloxy)-acetic acid hydrobromide 

[2915] MS:m/e(ESI)595.8(MH+) 

Example 2007 

1-(3-tert-Butyl-5-dimethylamino-4-methoxy-phenyl)-2-(7-fluoro-1-imino-5 i 6-dimethoxy-1,3>di 
ethanone hydrobromide 

[2916] MS:m/e(ESI)458.3(MH+) 

Example 2008 

1- (3-tert-Butyl-5-dimethylamino-4-methox^^ 
ethanone hydrobromide 

[2917] MS:m/e(ESI)421 .3(MH+) 

Example 2009 

6-[2-(3-tert-Butyl-5-dimethylamino-4-methoxy-ph 
pyridine-2-carboxylic acid methylamide hydrobromide 

[2918] MS:m/e(ESI)482.4(MH+) 

Example 2010 

2- [2-(3-fe/t-Butyl-5-dimethylamino-4-methoxy-phenyl)-2-oxo-ethyl]-6-dimethylamino-3-imino-2,3-dihydro-1H- 
isoindole-5-carboxylic acid methylamide hydrobromide 

[291 9] MS:m/e(ESI)480.4(MH+) 

Example 2011 

Ethyl 8-ferf>butyl-6-[2-(5-ethoxy-1-imino-6'methylcarbamoyl-1 ^-dihydro-isoindol^-yO-acetyll^-methyl'S^-dihydro- 
2H-benzo[1 ,4]oxazine-2-carboxylate hydrobromide 

[2920] MS:m/e(ESI)551 .5(MH+) 
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Example 2012 

{8-ter/-Butyl'6-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ^-dihydro-isoindol^-yQ-acetyll-a-oxo-S^-dihydro^H- 
benzo[1 t 4]oxazin-2-yl}-acetic acid hydrobromide 

[2921] MS:m/e(ESl)537.3(MH+) 

Example 2013 

{8-fertButyl-6-[2-(5,6-diethoxy-7-fluoro 
oxa2in-2-yl}-acetic acid hydrobromide 

[2922] MS:m/e(ESI)542.3(MH+) 

Example 2014 

{8-tert-Butyl-6-[2-(7-fluoro-1-imino-5,6<limeth^ ,4] 
oxazin-2-yl}-acetic acid hydrobromide 

[2923] MS:m/e(ESI)51 4.3(MH+) 

Example 2015 

{8-te^Butyl-6-[2-(2-cyclopropyl-7-imino-5^ 
[1 ,4]oxazin-2-yl}-acetic acid hydrobromide 

[2924] MS:m/e(ESI)477.3(MH+) 

Example 2016 

{8-te/t-Butyl-6-[2-(3-ethoxy-7Hmino-2-m 

3,4-dihydro-2H-benzo[1,4]oxazin-2-yl}-acetic acid hydrobromide 
[2925] MS:m/e(ESI)538.3(MH+) 
Example 2017 

2-tert-Butyl-4-[2-(5-dimethylamino-1^ 
methanesulfonate hydrobromide 

[2926] MS;m/e(ESI)500.8(MH+) 

Example 2018 

2-fe/t-Butyl-4'[2-(5 > 6-diethoxy-7-fluoro-1-imino-1,3>dihydro-isoindol-2-yl)-acetyl]-phenyl methanesulfonate 
hydrobromide 

[2927] MS:m/e(ESI)506.8(MH+) 
Example 2019 

2-fe/t-Butyl-4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1,3-d?hydro-isoindol-2-yl)-acetyl]-phenyl methanesulfonate 
hydrobromide 

[2928] MS:m/e(ESI)478.8(MH+) 
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Example 2020 

2-tert-ButyM-[2-(2-cyclopropyl-7-M methanesulfonate 
hydrobromide 

[2929] MS:m/e(ESI)441 .9(MH+) 
Example 2021 

2-te^Butyl^-[2-(5-ethoxy-1-imino-6-methylcarbamoyH methanesulfonate 
hydrobromide 

[2930] MS:m/e(ESI)501 .9(MH+) 
Example 2022 

2-terf-ButyM-[2>(3'ethoxy-7Hmino-2-methylcarbamoyl'57-dihydro-pyrrolo[3,4-b]pyridin-6-yQ 
methanesulfonate hydrobromide 

[2931] MS:m/e(ESI)502.9(MH+) 

Example 2023 

2-tert-ButyM-[2-(5-dimethylamino-1-imm^ 
methylcarbamate hydrobromide 

[2932] MS:m/e(ESI)480.0(MH+) 

Example 2024 

(l-iS-terf-Butyl-S-g^S-ethoxy'l-imino-S-methylcamamoyi-l^-dihydrO'isoindol^-yQ-acety^ 
4-yloxy)-acetic acid hydrobromide 

[2933] MS:m/e(ESI)565.0(MH+) 

Example 2025 

(1-{3-ferf'Butyl>5-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl}-piperidin-4-yloxy)- 
acetic acid hydrobromide 

[2934] MS:m/e(ESI)542.0(MH+) 

Example 2026 

(1-{3-te^Butyl-5-[2-(2-cyclopropyl-7-imino-5J-dihydro-^^ 
acetic acid hydrobromide 

[2935] MS:m/e(ESI)505.0(MH+) 

Example 2027 

(1-{3-terf-Butyl-5-[2-(3-ethoxy-7-imino>2-methylcamamoyl-5y-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-ac 
piperidin-4-yloxy)-acetic acid hydrobromide 

[2936] MS:m/e(ESI)566.0(MH+) 



505 



EP 1 391 451 A1 

Example 2028 

2-fert-Butyl-4-[2-(5-dimethylamino-1-imino-6-m 
dlmethylcarbamate hydrobromide 

[2937] MS:m/e(ESI)493.9(MH+) 

Example 2029 

2-fe/t-Butyl-4-[2-(5 > 6"diethoxy-74luoro-1-imino-1,3-dihydro-isoindol~2-yl)-acetyl]-phenyl dimethylcarbamate 
hydrobromide 

[2938] MS:m/e(ESI)499.9(MH+) 
Example 2030 

2-tert-Butyl-4-[2-(7-fluoro-lHmi^ dimethylcarbamate 
hydrobromide 

[2939] MS:m/e(ESI)471 .8(MH+) 
Example 2031 

2-fert-Butyl-4-[2-(2-cyclopropyl-7-imino-57-dihydra^ dimethylcarbamate 
hydrobromide 

[2940] MS:m/e(ESI)434.9(MH+) 
Example 2032 

2-te/t-Butyl-4-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1,3-dihydro-isoindol-2-yl)-acetyl]-phenyl dimethylcarbamate 
hydrobromide 

[2941] MS:m/e(ESI)494.9(MH+) 
Example 2033 

2-tert-Butyl-4-[2-(3-ethoxy-7-imino-2-methylcarbam 
dimethylcarbamate hydrobromide 

[2942] MS:m/e(ESI)495.9(MH+) 

Example 2034 

2-[2-(3-tert-Butyl-5-ethoxy^-methoxy-phen^^ 
5-carboxylic acid methylamide hydrobromide 

[2943] MS:m/e(ESI)480.9(MH+) 

Example 2035 

1-(3-terf-Butyl"5-ethoxy-4-methoxy-phenyl)-2-(5,6-diethoxy-74luoro-1-imino-1,3>dih 
hydrobromide 

[2944] MS:m/e(ESI)486.9(MH+) 
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Example 2036 

1-(3-te^Butyl-5-ethoxy-4-methoxy 
hydrobromide 

[2945] MS:m/e(ESI)458.9(MH+) 
Example 2037 

1- (3-terf-Butyl-5-ethoxy-4-methoxy-phenyl)-2-(2-cyclopropyl'7'imino-57-dihydro-pyrrolo[3^ 
hydrobromide 

[2946] MS:m/e(ESI)421 .9(MH+) 
Example 2038 

2- [2-(3-te/t-Butyi-5-ethoxy^-methoxy-ph^^ acid 
methylamide hydrobromide 

[2947] MS:m/e(ESI)481 .9(MH+) 

Example 2039 

6-[2-(3-tert-Butyl-5-ethoxy^-methoxy-phenyl)-2-ox 

2- carboxylic acid methylamide hydrobromide 

[2948] MS:m/e(ESI)482.9(MH+) 
Example 2040 

2~{2-terf-Butyl-4-[2-(5-dimethylamino-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}- 

3- phenyl-propionic acid hydrobromide 

[2949] MS;m/e(ESI)571 .0(MH+) 
Example 2041 

2-{2-terf-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1-imino- 1 ,3-dihydro-isoindol-2'yl)'acetyl)-phenoxy}-3-phenyl-propionic 
acid hydrobromide 

[2950] MS:m/e(ESI)577.0(MH+) 

Example 2042 

2-{2-terf'Butyl-4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyi]-phenoxy}-3-phenyl-propionic 
acid hydrobromide 

[2951] MS:m/e(ESI)543.9(MH+) 

Example 2043 

2-{2-tertButyl-442-(2-cyclopropyl-7-imino-57^ 
propionic acid hydrobromide 

[2952] MS:m/e(ESI)51 1 ,9(MH+) 
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Example 2044 

2^2-tertButyl-442-(5-ethoxy-1-imino-6-m 
propionic acid hydrobromide 

[2953] MS:m/e(ESI)572.0(MH+) 

Example 2045 

2^2-te^Butyl-4-[2-(3-ethoxy-7-imino^^ 

3- phenyl-propionic acid hydrobromide 

[2954] MS:m/e(ESI)573.0(MH+) 
Example 2046 

2-[2-(8-ferf-Butyt-4-cyanomethyl-3,4-dihydro-2H- benzo[1 ^loxazin-S-yQ^-oxo-ethylj-e-ethoxy-S-imino^^-dihydro- 
1 H-isoindole-5-acetic acid methylamide hydrobromide 

[2955] MS:m/e(ESI)504.3(MH+) 

Example 2047 

6-[2-(8-terf-Butyl-4-cyanomethyl-3,4-dihydro-2H-benzo[1,4]oxazin-6-yl)-2-oxo-ethyl]-3-ethoxy-^ 
5H-pyrrofo[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[2956] MS:m/e(ESI)505.3(MH+) 

Example 2048 

{8-fertButyl-6-[2-(5,6-diethoxy-7-fluoro-1-imino^ ,4]oxazin-4-yl}- 
acetonitrile hydrobromide 

[2957] MS:m/e(ESI)509.4(MH+) 

Example 2049 

{8-fert-Butyl-6-[2-(2-cyclopropyl-7-imino-^ 

4- yl}-acetonitrile hydrobromide 

[2958] MS:m/e(ESI)444.3(MH+) 
Example 2050 

2- [2-(8-te^Butyl-4-cyanomethyl-3Adihydro-2H-ben^^ 
2 > 3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[2959] MS:m/e(ESI)503.4(MH+) 

Example 2051 

2^2-[8-terf-Butyl^-(3H-[1,2,3ltrte^^ 

3- imino-2,3-dihydro-1H-isoindole-5-acetic acid methylamide hydrobromide 
[2960] MS:m/e(ESI)546.0(MH+) 
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Example 2052 

S^-tB-tert-Butyl^-^H^I^.Sltri^ 

T-iminO'SJ-dihydro-SH-pyrroloP.A-blpyridine-a-carboxylic acid methylamide hydrobromide 
[2961] MS:m/e(ESI)547.0(MH+) 
Example 2053 

1-[8-tert-Butyl-4-(3H~[1,2,3]triazol^ 

1 -imino-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 

[2962] MS:m/e(ESI)551 .0(MH+) 

Example 2054 

1- [8-te/t-Butyl-4-(3H-[1,2,3]triazoM 

5,7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-ethanone hydrobromide 
[2963] MS:m/e(ESI)486.0(MH+) 
Example 2055 

2- {2-[8-ferf-Butyi-4-(3H-[1 l 2,3]triazol-4-ylmethyl)- 3,4-dihydro-2H-benzo[1 ,4]oxazin-6-yl]-2-oxo-ethyl}- 
S-dimethylamino-S-imino^^-dihydro-IH-isoindole-S-carboxylic acid methylamide hydrobromide 

[2964] MS:m/e(ESI)545.0(MH+) 

Example 2056 

{8-tert-Butyl-6-[2-(5-ethoxy-7-fluoro-1-imino-6-m 
benzo[1 ,4]oxazin-2-yl}-acetic acid hydrobromide 

[2965] MS:m/e(ESI)528.3(MH+) 

Example 2057 

2-{8-fertButyl-6-[2-(5-ethoxyO-imino-6-meth^^ 
oxazin-4-yl}-propionic acid hydrobromide 

[2966] MS:m/e(ESI)536.8(MH+) 

Example 2058 

2-{8-tertButyl-6^2-(3-ethoxy-7-imino-2-methylcaroam 
benzofl^loxazin-g-ylj-propionic acid hydrobromide 

[2967] MS:m/e(ESI)537.8(MH+) 

Example 2059 

2>{8-terf-Butyl-6-[2-(7-fluoro-1-iminO'5,6-dimethoxy-1 ^-dihydro-isoindol^-yQ-acetyll^^-dihydro-benzotl ,4]oxazin- 
4-yl}-propionic acid hydrobromide 

[2968] MS:m/e(ESI)513.8(MH+) 
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Example 2060 

2^8-te^Bufyl-642-(5,6-diethoxy-7-fluo^ 
4-yl}-propionic acid hydrobromide 

[2969] MS:m/e(ESI)541 .9(MH+) 

Example 2061 

248-tertButyl-642-(2-cyclopropyl-7-imm 
oxazin-4-yl}-propionic acid hydrobromide 

[2970] MS:m/e(ESI)476.9(MH+) 

Example 2062 

248-terNButyl-6-[2-(5-dimethylamino-1-imi^^ 
benzo[1,4]oxazin-4-yl}-propioriic acid hydrobromide 

[2971] MS:m/e(ESI)536.0(MH+) 

Example 2063 

2^2-[8-tert-Butyl^-(1H-tetrazol-5-ylme^ 

2,3-dihydro-1H-isoindole-5-acetic acid methylamide hydrobromide 
[2972] MS:m/e(ESI)546.8(MH+) 
Example 2064 

6-{2-[8-ferf-Butyl-4-(1H-tetrazol-5-ylmethyl)-3,4- dihydro-2H-benzo[1 ,4]oxazin-6-yl]-2-oxo-ethyl}-3-ethoxy-7-imino- 
6,7-dihydro-5H-pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[2973] MS:m/e(ESI)548.3(MH+) 

Example 2065 

1 -[8-tert-Butyl-4-(1 H-tetrazol>5-ylmethy>)-3,4-dihydro-2H-benzo[1 > 41oxazin-6'yl]-2-(7-fluoro-1 -imino-5,6-dimethoxy- 
1 ,3<Hhydro-isoindol-2-yl)-ethanone hydrobromide 

[2974] MS:m/e(ESI)523.8(MH+) 

Example 2066 

1 -[8-ferf-Butyl-4-(1 H-tetrazol-5-ylmethyl)-3 t 4-dihydro-2H-benzo[1 /4]oxazin-6-yl]-2-(5,6-diethoxy-7-fiuoro-1 -imino- 
1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 

[2975] MS:m/e(ESI)552.3(MH+) 

Example 2067 

I^S'ferf-Butyl^-CIH-tetrazol-S-ylmethyQ-a^-dihydro^H'benzoIl l 4]oxazin-6-yl]-2-(2-cyclopropyl»7-imino- 
5,7'dihydrO"pyrrolo[3,4-b]pyridin-6-yl)-ethanone hydrobromide 

[2976] MS:m/e(ESI)487.3(MH+) 
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Example 2068 

2^248-tert-ButyM-(1H-tetrazol-5-ylmet^ 

3-imino-2,3-dihydro-1H-isomdole-5- carboxylic acid methylamide hydrobromide 
[2977] MS:rn/e(ESI)546.3(MH+) 
Example 2069 

{8-tert-Butyl-4-cyanomethyl-6^2-(5-etho 

3,4-dihydro-2H-benzo[1 ,4]oxazin-2-yl}-acetic acid hydrobromide 
[2978] MS:m/e(ESI)576.3(MH+) 
Example 2070 

{8-tert-Butyl-4-cyanomethyl-6-[2-(5,6^ 
2H-benzo[1,4]oxazin-2-yl}-acetic acid hydrobromide 

[2979] MS:m/e(ESI)581 ,3(MH+) 

Example 2071 

{8-fe/t-Butyl-4-cyanomethyl-6-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-3-oxo- 
3,4-dihydro-2H-benzo[1 ,4]oxazin-2-yl}-acetic acid hydrobromide 

[2980] MS:m/e(ESI)553.3(MH+) 

Example 2072 

{8-tert-Butyl^-cyanomethyl-6-[2-(2-cyc!opro 
3,4-dihydro-2H-benzo[1 ,4]oxazin-2-yl}-acetic acid hydrobromide 

[2981] MS:m/e(ESI)51 6.3(MH+) 

Example 2073 

{8-tert-Butyl-4-cyanomethyl-642-(3-ethoxy^ 

acetyl]-3-oxo-3,4-dihydro-2H-benzo[1 t 4]oxazin-2-yl}-acetic acid hydrobromide 
[2982] MS:m/e(ESI)577.3(MH+) 
Example 2074 

{8-te^Butyl-4-carbamoylmethyl>6-[2-(5-ethoxy-1-imino-6-methylcaroamoylO,3-dihydro-isoindol-2-yl)-acet^ 
3,4-dihydro-2H-benzo[1 ,4]oxazin-2-yl}-acetic acid hydrobromide 

[2983] MS:m/e(ESI)594.3(MH+) 

Example 2075 

{8-tertButyl-4-carbamoylmethyl-6-[2-(5,6-diethoxy-^^^ 
S^-dihydro^H-benzon^loxazin^-ylj-acetic acid hydrobromide 

[2984] MS:m/e(ESI)599.3(MH+) 
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Example 2076 

{S-fe^-Butyl^-carbamoylmethyl-S^-Cy'fluoro-l-imino-S.S-dimethoxy-l ,3-dihydro-isoindol-2-yl)-acetyl]-3-oxo- 
S^-dihydro^H-benzotMloxazin^-yQ-acetic acid hydrobromide 

[2985] MS:m/e(ESI)571 .2(MH+) 

Example 2077 

{8-terf-Butyl-4-carbamoylmethyl-6-[2-(2-cyclopropyl-7- imino-5,7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-3-oxo- 
3,4-dihydro-2H-benzo[1 ,4]oxazin-2-yl}-acetic acid hydrobromide 

[2986] MS:m/e(ESI)534.2(MH+) 

Example 2078 

{8-te^Butyl-4-carbamoylmethyl-6-[2^ 

acetyl]-3-oxo-3,4-dihydro-2H-benzo[1 ,4]oxazin-2-yl}-acetic acid hydrobromide 
[2987] MS:m/e(ESI)595.3(MH+) 
Example 2079 

2-[2-(3-te/f-Butyl-4-cyanomethoxy-5-efr^ 
5-carboxylic acid methylamide hydrobromide 

[2988] MS:m/e(ESI)505.9(MH+) 

Example 2080 

{2-te/t-Butyl-4-[2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-6-ethoxy-phenoxy}-acetonitrile 
hydrobromide 

[2989] MS:m/e(ESI)51 1 .8(MH+) 
Example 2081 

{2-te^Butyl-6-ethoxy-4-[2-(7-f!uoro-lHmino-5,6-dimethoxy-1,3-dihydro-isoindol-2-yl)-acetyl]-pheno 
hydrobromide 

[2990] MS:m/e(ESI)483.8(MH+) 
Example 2082 

{2-tert-Butyl-4-[2-(2-cyclopropyl-7-imino-57-dih^ 
hydrobromide 

[2991] MS:m/e(ESI)446.9(MH+) 
Example 2083 

2-[2-(3- ferf-Butyl^-cyanomethoxy-S-ethoxy-phenyQ^-oxo-ethyn-e-ethoxy-S-imino^^-di hydro- 1 H-isoindole-5-acetic 
acid methylamide hydrobromide 

[2992] MS:m/e(ESI)506.9(MH+) 
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Example 2084 

642-(3-tert-Butyl-4-cyanomethoxy-5-ethoxy-phenyl)-2-ox 
pyridine-2-carboxylic acid methylamide hydrobromide 

[2993] MS:m/e(ESI)507.9(MH+) 

Example 2085 

2^2-(3-tertButyl-4-cyanomethoxy~phenyl)-2-^ 

5- carboxylic acid methylamide hydrobromide 

[2994] MS:m/e(ESI)461 .9(MH+) 
Example 2086 

{2-rerf-Butyl-4-[2-(5 > 6-diethoxy-7-fluoro-1-imino-1 ,3>dihydro-isoindol'2'yl)-acetyl]-phenoxy}-acetonitrile hydrobromide 
[2995] MS:m/e(ESI)467.9(MH+) 
Example 2087 

{2-ferf-Butyl-4-[2-(7-fluoro-1-imino-5 > 6-dimethoxy-1 ^-dihydro-isoindol^-yQ-acetyll-phenoxyl-acetoriitrile 
hydrobromide 

[2996] MS:m/e(ESI)439.9(MH+) 
Example 2088 

{2-tert-Butyl-4-[2-(2-cyclopropyl-7-imino-5^ 
hydrobromide 

[2997] MS:m/e(ESI)402.9(MH+) 
Example 2089 

2'[2-(3-fe^Butyl-4-cyanomethoxy-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2 < 3-dihydro-1H-isoindole-5-acetic acid 
methylamide hydrobromide 

[2998] MS:m/e(ESI)462.9(MH+) 

Example 2090 

6- [2-(3-te^Butyl-9-cyanomethoxy-phenyl)-2-oxo-eth^ 
2-carboxylic acid methylamide hydrobromide 

[2999] MS:m/e(ESI)463.9(MH+) 

Example 2091 

2-[2-(3-tertButyl-5-cyanomethoxy-4-methoxy-phenyl}-2-^^^ 
5-acetic acid methylamide hydrobromide 

[3000] MS:m/e(ESI)493.2(MH+) 
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Example 2092 

2-[2-(3-ferf-Butyl-5-cyanomethoxy-4-methoxy-phenyl)-2- oxo-ethyl]-6-dimethylamino-3-imino-2,3-dihydro-1H- 
isoindole-5-carboxylic acid methylamide hydrobromide 

[3001] MS:m/e(ESI)492.3(MH+) 

Example 2093 

{3-terf-Butyl-5-[2-(5,6-diethoxy-7-fluoro^^ 
hydrobromide 

[3002] MS:m/e(ESI)498.3(MH+) 
Example 2094 

{3-tert-Butyl-5-[2-(7-fluoro-1-imino-5,6<iimet^^ 
hydrobromide 

[3003] MS:m/e(ESI)470.3(MH+) 
Example 2095 

6-[2-(3-tert-Butyl-5-cyanomethoxy-4-methoxy-pheny^^ 
pyridine-2-carboxylic acid methylamide hydrobromide 

[3004] MS:m/e(ESI)494.3(MH+) 

Example 2096 

{3-terf-Butyl-5-[2-(2-cyclopropyl-7-imino-5y-dihydro-pyrrolo[3,4-b]pyrtdin-6-yl)-acetyl]-2-me^ 
acetonitrile hydrobromide 

[3005] MS:m/e(ESI)433.3(MH+) 

Example 2097 

2-{2-[3-tertButyl-5-(3-cyano-propoxy)-4-methoxy- phenyn^-oxo-ethyll-S-ethoxy-S-imino^^-dihydro-IH-isoindole- 
5-acetic acid methylamide hydrobromide 

[3006] MS:m/e(ESI)521 .3(MH+) 

Example 2098 

2^2-[3-te^Butyl-5-(3-cyano-propoxy)-4-methoxy^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[3007] MS:m/e(ESI)520.4(MH+) 

Example 2099 

4^3-tertButyl-542-(5 < 6-diethoxy-7-fluoro-1-imi 
hydrobromide 

[3008] MS:m/e(ESI)526.4(MH+) 
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Example 2100 

4^3-tertButyl-5-[2-(7-fluoro-1-imino-5,6-dimeth^ 
butyronitrile hydrobromide 

[3009] MS:m/e(ESI)498.3(MH+) 

Example 21 01 

6^2-[3-tert-Butyl-5-(3-cyano-propoxy)-4-m 
[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[301 0] M S: m/e(ES 1)522 .4(MH+) 

Example 21 02 

4^3-tertButyl-5-[2-(2-cyclopropyl-7-imino-5,7-dih^ 
butyronitrile hydrobromide 

[3011] MS:m/e(ESI)461.3(MH+) 

Example 2103 

2-[2-(3-tert-Butyl-4-cyanomethoxy-5-dimethyfam H- 
isoindole-5-carboxylic acid methylamide hydrobromide 

[3012] MS:m/e(ESI)504.8(MH+) 

Example 2104 

{2-te^Butyl-4-[2-(5,6-diethoxy-7-fluoro-1-imino-1 > 3-dihydro-isoindol-2-yl)-acetyl]-6-dimethylamino-p 
acetonitrile hydrobromide 

[301 3] MS:m/e(ESI)51 0.8(MH+) 

Example 2105 

{2-ferf>Butyl-6-dimethylamino>4-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenoxy}- 
acetonitrile hydrobromide 

[3014] MS:m/e(ESI)482.8(MH+) 

Example 2106 

{2-terfrButyl-4-[2-(2-cyclopropyl-7-imino-5^ 
acetonitrile hydrobromide 

[3015] MS:m/e(ESI)445.9(MH+) 

Example 21 07 

2-[2-(3-tert-Butyl-4-cyanomethoxy-5-dimethylamino-ph 
5-acetic acid methylamide hydrobromide 

[301 6] MS:m/e(ESI)505.9(MH+) 
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Example 2108 

6-[2-(3-tert-Butyl-4-caroamoytmethoxy-5<Hmethy^ 
pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[3017] MS:m/e(ESI)524.9(MH+) 

Example 21 09 

2^8-fertButyl-6-[2-(5-ethoxy-lHmino-6-^ 
oxazin-4-yl}-2-methyl-propionic acid hydrobromide 

[3018] MS:m/e(ESI)551 .4(MH+) 

Example 2110 

2^8-tertButyl-6-[2-(3-ethoxy-7-imino-2-meth^^ 

benzo[1 ,4]oxazin-4-yl}-2HTiethyl-propionic acid hydrobromide 

[3019] MS:m/e(ESI)552.4(MH+) 

Example 21 11 

2-{8-terf-Butyl-6-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2,3-dihydro-benzo[1 ,4]oxazin- 
4-y!}-2-methyl-propionic acid hydrobromide 

[3020] MS:m/e(ESI)528.3(MH+) 

Example 2112 

2^8-te^Butyl-6-[2-(5 > 6-diethoxy-7-fluoro-1-imino-1,3-dihydro-isoindol-2-yl)-acetyl]-2,3-dihydro-ben ,4]oxazin- 

4- yl}-2-methyl-propionic acid hydrobromide 

[3021] MS:m/e(ESI)556.4 (MH+) 
Example 2113 

2^8-te^Butyl-6-[2-(2-cyclopropyl-7-imino-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-2 > 3-dihy 
oxazin-4-yl}-2-methyl-propionic acid hydrobromide 

[3022] MS:m/e(ESI)491 .4(MH+) 

Example 21 14 

2^8-tertButyl-6-[2-(5-dimethylamino-1-imino^ 

benzo[1 ,4]oxazin-4-yl)-2-methyl-propionic acid hydrobromide 

[3023] MS:m/e(ESI)550.4(MH+) 

Example 2115 

242-(3-tert-Butyl-4-methoxy-5-morph 

5- acetic acid methylamide hydrobromide 

[3024] MS:m/e(ESI)523.4(MH+) 



516 



EP 1 391 451 A1 

Example 2116 

1-(3-te^Butyl-4-methoxy-5-morphoH^ 
ethanone hydrobromide 

[3025] MS:m/e(ESI)528.4(MH+) 

Example 21 17 

1-(3-tert-Butyl-4-methoxy-5-morpholm 
ethanone hydrobromide 

[3026] MS:m/e(ESI)500.3(MH+) 

Example 21 18 

1- (3-tert-Butyl-4-methoxy-5-morphoHn^-yl-phen 
ethanone hydrobromide 

[3027] MS:m/e(ESI)463.4(MH+) 

Example 21 19 

2- [2-(3-fert-Butyl-4-methoxy-5-pyrrolidin-1-yl-ph 
isoindole-5-carboxylic acid methylamide hydrobromide 

[3028] MS:m/e(ESI)506.0(MH+) 

Example 2120 

1 -(3-fert-Butyl-4-methoxy-5-pyrrolidin-1 -yl-phenyl)-2-(5,6-diethoxy-7-fiuoro-1 -imino-1 ,3-dihydro-isoindot-2-yl)- 
ethanone hydrobromide 

[3029] MS:m/e(ESI)512.0(MH+) 

Example 2121 

1 -(3-tertButyl-4-methoxy-5-pyrrolidin-1 -yl-phenyl)-2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ^-dihydro-isoindol^-yl)- 
ethanone hydrobromide 

[3030] MS:m/e(ESI)483.9(MH+) 

Example 2122 

1-(3-fe^Butyi-4-methoxy-5-pyrrolidin-1-yl-phenyl^ 
ethanone hydrobromide 

[3031] MS:m/e(ESi)447.0(MH+) 

Example 2123 

242-(3-tert-Butyl-4-methoxy-5-pyrrolidin-1-yh 
5-acetic acid methylamide hydrobromide 

[3032] MS:m/e(ESI)507.0(MH+) 
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Example 2124 

6-[2-(3-tert-Butyl-4-methoxy-5-py^ 
pyridine-2-carboxylic acid methylamide hydrobromide 

[3033] MS:m/e(ESI)508.0(MH+) 

Example 2125 

2-[2-(4-Cyanomethoxy-3-isopropyl-phenyl)-2-o^ acid 
methylamide hydrobromide 

[3034] MS:m/e(ESI)449.3(MH+) 

Example 21 26 

2-[2-(4-Cyanomethoxy-3-isopropyl-phenyl)-2-oxo-^ 
5-carboxylic acid methylamide hydrobromide 

[3035] MS:m/e(ESl)448.3(MH+) 

Example 21 27 

{4-[2-(5 > 6-Diethoxy-7-fluoro-1-imino-1,3'dihydro-iso?ndol-2-yl)-acetyl]'2-isopropyl-phenoxy}-ace 
hydrobromide 

[3036] MS:m/e(ESI)454.3(MH+) 
Example 2128 

{4-[2-(7-Fluoro-1-imino-5,6-dimethoxy-1,3-dihydr^^^ 
hydrobromide 

[3037] MS:m/e(ESI)426.3(MH4-) 
Example 2129 

{4-{2-(2-Cyclopropyl-7-imino-57-dihydro-pyrro^ 
hydrobromide 

[3038] MS:m/e(ESI)389.3(MH+) 
Example 21 30 

642-(4-Carbamoylmethoxy-3-isopropyl-pheny^^ 
2-carboxylic acid methylamide hydrobromide 

[3039] MS:m/e(ESI)468.4(MH+) 

Example 21 31 

2-[2-(3>DimethylaminO'5-isopropyl>4-methoxy-phenyl)-2- oxo-ethyll-e-ethoxy-S-imino^^-dihydro-l H-isoindole- 
5-acetic acid methylamide hydrobromide 

[3040] MS:m/e(ESI)467.3(MH+) 
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Example 2132 

2-(5,6-Diethoxy-7-fluoro-1-imino-1 ^'dlhydro-isoindol^-yO-l-CS-dimethyfamino-S-isopropyl^-nriethoxy-phenyl)- 
ethanone hydrobromide 

[3041] MS:m/e(ESI)472.4(MH+) 

Example 2133 

1- (3-Dimethylamino-5HsopropyM-methoxy-phen 
ethanone hydrobromide 

[3042] MS:m/e(ESI)444.3(MH+) 

Example 2134 

2- (2-Cyclopropyl-7-imino-57-dihydro-pyrrolo[3,4-^ 
ethanone hydrobromide 

[3043] MS:m/e(ESI)407.3(MH+) 

Exampie 2135 

6-[2-(3-Dimethylamino-5-isopropyl-4-methoxy-phenyl)-2-oxo-ethyl]-3-ethoxy-7-imino-67-dihydro-SH-pyrrolo[^ 
pyridine-2-carboxylic acid methylamide hydrobromide 

[3044] MS:m/e(ESI)468.4(MH+) 

Example 2136 

(1 -{S-tert-Butyl-S-g-tS^-diethoxy^-fluoro-l -imino- 1 ^-dihydro-isoindol^-yO-acetyO^-methoxy-phenyQ-piperidin- 
4-yioxy)-acetic acid hydrobromide 

[3045] MS:m/e(ESI)599.7(MH+) 

Example 2137 

(1-{3-ferf-Butyl-5-[2-(2-cyciopropyi-7-imino-57-dihydro-pyrrolo[3,4-b]pyridin-6-yi)-acetyl]-2-meth 
piperidin-4-yloxy)-acetic acid hydrobromide 

[3046] MS:m/e(ESI)534.8(MH+) 

Example 2138 

(1-{3-tert-Butyl-5-[2-(5-dimethylamino-1-im^ 
phenyl}-piperidin-4-yloxy)-acetic acid hydrobromide 

[3047] MS:m/e(ESI)593.9(MH+) 

Example 2139 

2-[2-(3-tert-Butyl-5-isopropoxy-4-methoxy-phe 
acid methylamide hydrobromide 

[3048] MS:m/e(ESI)495.9(MH+) 
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Example 2140 

1-(3-te^Butyl-5-isopropoxy-4-methox^ 
hydrobromide 

[3049] MS:m/e(ESI)500.9(MH+) 
Example 2141 

1 -(3-terf-Butyi-5-isopropoxy-4-methoxy-phenyl)-2-(7- fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[3050] MS:m/e(ESI)472.9(MH+) 

Example 2142 

1- (3-teff-Butyl-5-isopropoxy-4-methoxy-phenyl)-2-(2-cyclopropyl-7Hmino-5 > 7-dihydro-p 
ethanone hydrobromide 

[3051] MS:m/e(ESI)436.0(MH+) 

Example 2143 

6-[2-(3-terf-Butyl-5-isopropoxy-4-methoxy-phenyQ 
pyridine-2-carboxylic acid methylamide hydrobromide 

[3052] MS:m/e(ESI)497.0(MH+) 

Example 2144 

2- [2-(3-/e/t-Buty!-5-isopropoxy-4-methoxy-phenyl)-2-oxo-ethyl]-6-dimethylamino-3-imino-2 > 3-dih 

5- carboxylic acid methylamide hydrobromide 

[3053] MS:m/e(ESI)495.0(MH+) 
Example 2145 

2-[2-(3-te/t-Butyl-phenyl)-2-oxo-ethyl]-6-dimethylam acid 
methylamide hydrobromide 

[3054] MS:m/e(ESI)408.3(MH+) 

Example 2146 

1 -(3-tert-Butyl-phenyl)-2-(7-fluoro-1 -imino-5,6- dimethoxy-1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 
[3055] MS:m/e(ESI)385.3(MH+) 
Example 21 47 

6- [2-(3-fert-Butyl-phenyl)-2-oxo-ethyl]-3-ethoxy-^^^ acid 
methylamide hydrobromide 

[3056] MS:m/e(ESI)409.3(MH+) 
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Example 21 48 

1-(3-te^Butyl-4-methoxy-5-morpholin^ 
ethanone hydrobromide 

[3057] MS:m/e(ESI)437.4(MH+) 

Example 21 49 

1-(3-tert-Butyl-4-methoxy-5-morpholin^-yl-^ 
ethanone hydrobromide 

[3058] MS:m/e(ESl)451 .4{MH+) 

Example 2150 

2^2-[3-tert-Butyl-4-methoxy-5-(4-oxo-piperidin-1-yQ 

5- acetic acid methylamide hydrobromide 

[3059] MS:m/e(ESI)535.3(MH+) 
Example 2151 

1 -(3-tertButyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3<iihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl}- piperidin- 
4-one hydrobromide 

[3060] MS:m/e(ESI)540.3(MH+) 

Example 2152 

I^S-terf-Butyl-S-^-tZ-fluoro-l-imino-S^-dimethoxy-l .S-dihydro-isoindol^-yQ-acetyll^-methoxy-pheny^-pipendin- 

4- one hydrobromide 

[3061] MS:m/e(ESI)512.3(MH+) 
Example 2153 

1-{3-tertButyl-5-[2-(2-cyclopropyl-7-imino-5^^ 
piperidin-4-one hydrobromide 

[3062] MS:m/e(ESI)475.4(MH+) 

Example 2154 

6- {2-[3-tert^utyl-4-methoxy-5-(4-oxo-piperidin-1-yl)-phenyl]>2-oxo-ethyl)-3-ethoxy-7-imino-6,7-dihyd 
[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[3063] MS:m/e(ESI)536.4(MH+) 

Example 2155 

242-[3-te^Butyl^-methoxy-5-(2-o^^ 

5- acetic acid methylamide hydrobromide 

[3064] MS:m/e(ESI)535.3(MH+) 
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Example 2156 

1 ^3-terf-Butyl-5-[2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-acetyl1-2-methoxy-phenyl}- piperidin- 
2-one hydrobromide 

[3065] MS:m/e(ESI)540.3(MH+) 

Example 21 57 

1- {3-teff-Butyl-5-[2-(7>fluoro-1-imino-5,6-dimethoxy-1 ,3'dihydro-isoindol-2-yl)'acetyl]-2-methoxy-phenyl)-piperidin- 

2- one hydrobromide 

[3066] MS:m/e(ESI)512.4(MH+) 
Example 21 58 

H3-tertButyl-5-[2-(2-cyclopropyl-7-imino-5J-dih^ 
piperidin-2-one hydrobromide 

[3067] MS:m/e(ESI)475.9(MH+) 

Example 2159 

6-{2-[3-te^Butyl-4-methoxy-5-(2-oxo-piperidin-1-yiy^ 
[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[3068] MS:m/e (ESI) 536.4(MH+) 

Example 21 60 

2-(1-{3-te^Butyl-5-[2-(5-ethoxy-1-imino-6-methy^ 
piperidin-4-yloxy)-propionic acid hydrobromide 

[3069] MS:m/e(ESI)609. 1 (MH+) 

Example 2161 

2-(1-{3-ferf-Butyl-5-[2-(5,6-diethoxy-7-fluoro-1- imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl}-piperidin- 
4-yloxy)-propionic acid hydrobromide 

[3070] MS:m/e(ESI)614.1 (MH+) 

Example 21 62 

2-(1-{3-fert-Butyl-5-[2-(5-dimethylamin^ 
phenyl}-piperidin-4-yloxy)-propionic acid hydrobromide 

[3071] MS:m/e(ESI)608.1 (MH+) 

Example 21 63 

2-(1-{3-fertButyl-542-(3-ethoxy-7Hmino-2-^ 
2-methoxy-phenyl}-piperidin-4-yloxy)-propionic acid hydrobromide 

[3072] MS:m/e(ESI)610.1(MH+) 
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Example 21 64 

2-(1-{3-te/t-Butyl-542-(7-fluoro-1-imino-5^ 
piperidin-4-yloxy)-propionic acid hydrobromide 

[3073] MS:m/e(ESI)586.1 (MH+) 

Example 21 65 

2-(1-{3-ferr-Butyl-542-(2-cyclopropyl-7-imino-5y-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-a^ 
piperidin-4-yloxy)-propionic acid hydrobromide 

[3074] MS:m/e(ESI)549.1(MH-i-) 

Example 21 66 

2^2-[3-fertButyM-methoxy-5-(4HTiefo^ 
isoindole-5-acetic acid methylamide hydrobromide 

[3075] MS:m/e(ESI)551 .0(MH+) 

Example 21 67 

1- [3-tert-Butyl-4nTiethoxy-5-(4-methoxy-piperidm^ 

2- yl)-ethanone hydrobromide 

[3076] MS:m/e(ESI)556.0(MH+) 
Example 2168 

2-{2-[3-ferf-Butyl-4-methoxy-5-[4-methoxy-piperidin-1-yl)-phenyl]-2-oxo-ethyl}-6-dimethylamino-3 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[3077] MS:m/e(ESI)550. 1 (MH+) 

Example 2169 

6^2-[3-terr-Butyl-4-methoxy-5-(4-methoxy-piperidi^^ 
pyrrolo[3,9-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[3078] MS:m/e(ESI)552. 1 (MH+) 

Example 21 70 

1 -[3'te/t-Butyl-4-methoxy'5'(4-methoxy-piperidin-1 -yl)-phenyl]-2-(7-fluoro-1 -imino-5,6-dirnethoxy-1 ,3-dihydro- 
isoindol-2-vO-ethanone hydrobromide 

[3079] MS:m/e(ESI)528.0(MH+) 

Example 2171 

1-[3-fe^Butyl-4-methoxy-5-(4-methoxy-piperi^^ 
pyridin-6-yl)-ethanone hydrobromide 

[3080] MS:m/e(ESI)491 .0(MH+) 
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Example 2172 

2^2-[3-tert-ButyM-methoxy-5-(2-oxo-py^ 
isoindole-5-acetic acid methylamide hydrobromide 

[3081] MS:m/e(ESI)521 .3(MH+) 

Example 21 73 

H3-tertButyl-542-(5,6-diethoxy-7-fluoro 
2-one hydrobromide 

[3082] MS:m/e(ESI)526.3(MH+) 

Example 21 74 

1- {3-terf-Butyl-5-[2-(7-fluoro-lHmino-5 < 6-dimethoxy-1 .S-dihydro-isoindol^-ylj-acetyq^-methoxy-phenyll-pyrrolidin- 

2- one hydrobromide 

[3083] MS:m/e(ESI)498.3(MH-i-) 
Example 21 75 

143-te^Butyl-5-[2-(2-cyclopropyl-7-imino-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-2-metr^ 
pyrrolidin-2-one hydrobromide 

[3084] MS:m/e(ESI)461 .3(MH+) 

Example 21 76 

6^2-[3-tert-Butyl^-methoxy-5-(2-oxo-pyrroli^ 
[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[3085] MS:m/e(ESI)522.4(MH+) 

Example 21 77 

{8-tert-Butyl-6-[2-(5-ethoxy-1-imino-6-methylcafo^ 
benzo[1 ,4]oxazin-2-ylmethoxy}-acetic acid hydrobromide 

[3086] MS:m/e(ESI)567.3(MH+) 

Example 2178 

{8-tert-Butyl-6-[2-(5,6-diethoxy-7-fluoro-lH 
[1,4]oxazin-2-ylmethoxy}-acetic acid hydrobromide 

[3087] MS:m/e(ESI)572.3(MH+) 

Example 2179 

{8-tert-Butyl-6-[2-(7-fluoro-1-imino-5 t 6<lim^ 

[1 ,4]oxazin-2-ylmethoxy}-acetic acid hydrobromide 

[3088] MS:m/e(ESI)544.3(MH+) 
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Example 21 80 

{S-ferf-Butyl-S-fa-Ca-cyclopropyl^-imino-S.T^dihydro- pyrrolo[3,4'b]pyridin>6-yl)-acetyl]-4"methyl'3,4~dihydro-2H- 
benzotl^joxazin^-ylmethoxyl-acetic acid hydrobromide 

[3089] MS:m/e(ESI)507.3(MH+) 

Example 2181 

{8-tertButyl-6-[2-(3-ethoxy-7-imino-2-m 

3,4-dihydro-2H-benzo[1 ,4]oxazin-2-ylmethoxy}-acetic acid hydrobromide 
[3090] MS:m/e(ESI)568.4(MH+) 
Example 21 82 

242-[3-terf-ButyM-methoxy-5-(2-oxo-oxazolidin-3-yl)-phenyl]-2-oxo-ethyl}-6-eth 
isoindole-5-acetic acid methylamide hydrobromide 

[3091] MS:m/e(ESI)523.3(MH+) 

Example 21 83 

S^S-tertButyl-SHg-^e^iethoxy^-fluoro-l-im^ 

2- one hydrobromide 

[3092] MS:m/e(ESI)528.3(MH+) 
Example 2184 

3- {3-ferf-Butyl-5-[2-(7-fluoro-1-imino-5,6-dimethoxy-1 t 3-dihydro-isoindol-2-yl)-acetyl]"2-methoxy-phenyl}-oxazolidin- 
2-one hydrobromide 

[3093] MS:m/e(ESI)500.3(MH+) 

Example 21 85 

3^3-ferfcButyl-5-[2-(2-cyclopropyl-7-imino-57-dihy 
oxazolidin-2-orie hydrobromide 

[3094] MS:m/e(ESI)463.3(MH+) 

Example 2186 

6-{243^erf-Butyl-4-methoxy-5-(2-oxo-oxazolidin-3-yl)-phenyl]'2-oxo-ethyl}-3-ethoxy-7-imino-67-dihyd 
[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[3095] MS:m/e(ESI)524.3(MH+) 

Example 2187 

H3-tertButyl-5^2-(5,6<liethoxy-7-fluoro-1-im^ 

4- carbonitrile hydrobromide 

[3096] MS:m/e(ESI)551 .0(MH+) 
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Example 21 88 

2^2-[3-ferf-Butyl-5-(4-cyano-piperidin-1-yl)-4-methoxy-phenyll-2-oxo-ethyl}-6-dim 
1H-isoindole-5-carboxylic acid methyl amide hydrobromide 

[3097] MS:m/e(ESI)545.1 (MH+) 

Example 2189 

6^2-[3-tert-Butyl-5-(4-cyano-piperidin-1^ 
[S^-blpyridine^-carboxylic acid methylamide hydrobromide 

[3098] MS:m/e(ESI)547.0(MH+) 

Example 21 90 

H3-tertButyl-5-[2-(7-fluoro-1-imino-5,6<lim^ 
4-carbonitrile hydrobromide 

[3099] MS:m/e(ESI)523,0(MH+) 

Example 21 91 

1^3-tertButyl-5-[2-(2-cyclopropyl-7Hmino-57-dih^ 
piperidine-4-carbonitrile hydrobromide 

[3100] MS:m/e(ESI)486.0(MH+) 

Example 21 92 

(1-{3-terf-Butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl}- 
piperidin-4-yl)-acetic acid hydrobromide 

[3101] MS:m/e(ESI)578.7(MH+) 

Example 21 93 

(1-{3-terf'Butyl-5-[2-(5,6-diethoxy-7-fluoro-1-imino-1,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy^ 
4-yQ-acetic acid hydrobromide 

[3102] MS:m/e(ESI)583.8(MH+) 

Example 21 94 

(1-{3-terf-Butyl-5-[2'(5-dimethylamino-1-imino-6-methylcarbamoyl-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy- 
phenyl)-piperidin-4-yl)-acetic acid hydrobromide 

[3103] MS:m/e(ESI)577.9(MH+) 

Example 21 95 

(1-{3-ferf-Butyl-5-[2-(3-ethoxy-7-imino-2-methylcaroamoyl-57-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-^ 
phenyl}-piperidin-4-yl)-acetic acid hydrobromide 

[3104] MS:m/e(ESI)580.0(MH+) 
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Example 2196 

(1-{3-tert-Butyl-5-[2-(7-fluoro-1-im^ 

4- yl)-acetic acid hydrobromide 

[3105] MS:m/e(ES!)556.0(MH+) 
Example 21 97 

(1-{3-tert-Butyl-5-[2-(2-cyclopropyW 
piperidin-4-yl)-acetic acid hydrobromide 

[3106] MS:m/e(ESI)519.0(MH+) 

Example 2198 

2-[2-(3-Chloro-5-dimethylamino-4-me^ 
acid methylamide hydrobromide 

[3107] MS:m/e(ESI)459.2(MH+) 

Example 2199 

1 -(3-Chloro-5-dimethylamino-4-methoxy-ph 
ethanone hydrobromide 

[3108] MS:m/e(ESI)464.3(MH+) 

Example 2200 

1 '(3-Chloro-5-dimethylamino-4-methoxy-phenyl)-2-(2-cyclopropyl-7-imino-5 ,7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)- 
ethanone hydrobromide 

[3109] MS:m/e(ESI)399.2(MH+) 

Example 2201 

2-[2-(3-Chloro-5-dimethylamino-4-methoxy-phen 

5- carboxylic acid methylamide hydrobromide 

[3110] MS:m/e(ESI)458.3(MH+) 
Example 2202 

6- [2-(3-Chforo-5-dimethylamino-4-methoxy-ph 
pyridine-2-carboxylic acid methylamide hydrobromide 

[3111] MS:m/e(ESI)460.3(MH+) 

Example 2203 

2-[2-(3-Bromo-5-dimethylamino-4-methoxy-phenyQ 
acid methylamide hydrobromide 

[31 1 2] MS:m/e(ESI)505.3(MH+) 
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Example 2204 

1-(3-Bromo-5-dimethylamino-4-me 
ethanone hydrobromide 

[3113] MS:m/e(ESI)508.3(MH+) 

Example 2205 

1- (3-Bromo-5-dimethylamino-4-meth^^ 
ethanone hydrobromide 

[31 14] MS:m/e(ESI)443.2(MH+) 

Example 2206 

2- [2-(3-Bromo-5-dimethylamino-4-methoxy^ 

5- carboxylic acid methylamide hydrobromide 

[3115] MS:m/e(ESI)502.3(MH+) 
Example 2207 

6- [2-(3-Bromo-5-dimethylamino-4-methoxy-phe 
pyridine-2-carboxylic acid methylamide hydrobromide 

[3116] MS:m/e(ESI)504.3(MH+) 

Example 2208 

2-[2-(3-Dimethylamino-4-methoxy-5-thiazol-2-yl-phenyl)-2-oxo-ethyl]-6-ethoxy-3-imino-2,3-dihydro-1H-isoin 
5-acetic acid methylamide hydrobromide 

[3117] MS:m/e(ESI)508.3(MH+) 

Example 2209 

2-(5,6-Diethoxy-7-fluoro-1-imino-1 > 3-dihydro-^ 
ethanone hydrobromide 

[3118] MS:m/e(ESI)513.3(MH+) 

Example 2210 

1- (3-Dimethylamino-4-methoxy-5-thiazol-2-yl-phenyl)-2-(7-fluoro-1-imino-5 > 6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[31 1 9] MS:m/e(ESI)485.3(MH+) 

Example 2211 

2- (2-Cyclopropyl-7-imino-5,7-dihydro-pyrrolo[3,4-blpyridin-6'yl)-1-(3-dimethylamino-4-methoxy-5-thiazol-2-yl- 
phenyl)-ethanone hydrobromide 

[31 20] MS:m/e(ESI)448.3(MH+) 
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Example 2212 

6-Dimethylamino-2-[2-(3-dimethylamin^^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[3121] MS:m/e(ESI)507.4(MH+) 

Example 2213 

6-[2-(3-Dimethylamino^-methoxy-5-thia^ 
pyridine-2-carboxylic acid methylamide hydrobromide 

[3122] MS:m/e(ESI)508.3(MH+) 

Example 2214 

2^243-tert-Butyl-5-(4-ethoxy-piperidin-1-yl)-4-m^ dihydro-1H- 
isoindole-5-acetic acid methylamide hydrobromide 

[3123] MS:m/e(ESI)565.0(MH+) 

Example 2215 

1- [3-te/t-Butyt-5-(4-ethoxy-piperidin-1-yl^ ,3-dihydro-isoindol- 

2- yQ-ethanone hydrobromide 

[3124] MS:m/e(ESI)570.0(MH+) 
Example 2216 

1 -[3-tert-Butyl-5-(4-ethoxy-piperidiri-1 -yl)-4-methoxy-phenyl]-2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol- 
2-yl)-ethanone hydrobromide 

[3125] MS:m/e(ESI)542.0(MH+) 

Example 2217 

2-{2-[3-te^Butyl-5-(4-hydroxy-piperidin-1-ylH^ 
isoindole-5-acetic acid methylamide hydrobromide 

[3126] MS:m/e(ESI)537.0(MH+) 

Example 2218 

1 -[3-terf"Butyl-5-(4-hydroxy-piperidin-1 ♦yl)-4-methoxy-phenyl]-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol- 
2-yl)-ethanone hydrobromide 

[3127] MS:m/e(ESI)542.0(MH+) 

Example 2219 

2-{2-[3-rerf-Butyl-5-(4-hydroxy-piperidin-1-yl)-4- methoxy-phenyl]'2-oxO'ethyl}-6-dimethylamino-3-imino-2,3-dihydro- 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[3128] MS:m/e(ESI)536.1 (MH+) 
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Example 2220 

6^2-[3-tert-Butyl-5-(4-hydroxy-piperidin-1-yl)-4^ 
pyrrolo[3,4-blpyridine-2-carboxylic acid methylamide hydrobromide 

[3129] MS:m/e(ESI)538.1(MH+) 

Example 2221 

1 -[3-tert-Butyl-S-(4-hydroxy-piperidin-1 -yl)-4-methoxy-phenyl]-2-(7-fluoro-1 -imino-5,6-dimethoxy'1 ,3-dihydro- 
isoindol-2-yl)-ethanone hydrobromide 

[3130] MS:m/e(ESI)514.0(MH+) 

Example 2222 

1-[3-tert-Buty[-5-(4-hydroxy-piperidin-1^ 
pyridin-6-yl)-ethanone hydrobromide 

[3131] MS:m/e(ESi)476.3(MH+) 

Example 2223 

1-(3-tert-Butyi-4-methoxy-5-methylamin^^ 
ethanone hydrobromide 

[3132] MS:m/e(ESI)471 .8(MH+) 

Example 2224 

1-(3-terf-Butyl-4-methoxy-5-methylamino-phenyl)-2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[3133] MS:m/e(ESI)443.9(MH+) 

Example 2225 

1- (3-tert-Butyl-4-methoxy-5-methylamtno-phenyl)-2-(2-c^^ 
ethanone hydrobromide 

[3134] MS:m/e(ESI)407.0(MH+) 

Example 2226 

2- ter^Butyl-442-(5-dimethylamino-1-imino-6-m 
methanesulfonate hydrobromide 

[31 35] MS:m/e(ESI)545.0(MH+) 

Example 2227 

2-te/t-Butyl-4-[2-(5,6-diethoxy-7-fluoro-lHmino-1 t 3-dihydro-isoindol-2-yl)-acetyl]-6-ethoxy-phenyl methanesulfonate 
hydrobromide 

[3136] MS:m/e(ESI)551 .0(MH+) 
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Example 2228 

2-te^Butyl-6-ethoxy-4-[2-(7-fl^ 
methanesulfonate hydrobromide 

[3137] MS:m/e(ESI)522.9(MH+) 

Example 2229 

2>fe/t-Butyl-4-[2-(2-cyclopropyl-7-imino-5,7'dihydro- pyrrolo[3,4-b]pyridin-6-yl)-acetyl]-6-ethoxy-phenyl 
methanesulfonate hydrobromide 

[3138] MS:m/e(ESI)486.0(MH+) 

Example 2230 

2-te/t-Butyl-6-ethoxy-4^2-(5-ethoxy-1-imm^ 
methanesulfonate hydrobromide 

[3139] MS:m/e(ESI)546.0(MH+) 

Example 2231 

2-tert-Butyl-6-ethoxy-4-[2-(3-ethoxy-7-imino-2-meth^^ 
phenyl methanesulfonate hydrobromide 

[3140] MS:m/e(ESI)547.0(MH+) 

Example 2232 

2-[2-(3-tert-Butyl-4-methoxy-5-thiazol-2-yl^ 
acid methylamide hydrobromide 

[3141] MS:m/e(ESI)521 .3(MH+) 

Example 2233 

l-CS-te/t-ButyM-methoxy-S-thiazol^-yl-phenylj^^S.S-diethoxy^fluoro-l-imino-l ,3-dihydro-isoindol-2-yl)-ethanone 
hydrobromide 

[3142] MS:m/e(ESI)526.3(MH+) 
Example 2234 

1 ~(3-te/t-Butyl-4-methoxy-5-thiazol-2-yl-phenyl)-2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2- yl)- 
ethanone hydrobromide 

[3143] MS:m/e(ESI)498.3(MH+) 

Example 2235 

1-(3-tert-Butyl-4-methoxy-5-thiazol-2-yl-phenyl)-2^ 
ethanone hydrobromide 

[3144] MS:m/e(ESI)461 .3(MH+) 
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Example 2236 

6-[2-(3-ferf-Butyl-4-methoxy-5-thiazol-2'yl-phenyl)'2-oxO'ethyl]-3-ethoxy-7-im 
pyridine-2-carboxylic acid methylamide hydrobromide 

[3145] MS:m/e(ESI)522.4(MH+) 

Example 2237 

2^243-(Acetyl-methyl-amino)-5-fert-butyl-4-m 
isoindole-5-acetic acid methylamide hydrobromide 

[3146] MS:m/e(ESI)509.4(MH+) 

Example 2238 

N-{3-terf-Butyl-5-[2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl)-N-methyl- 
acetamlde hydrobromide 

[31 47] MS:m/e(ESI)51 4.4(MH+) 

Example 2239 

N43-tert-Butyl-5-[2-(7-fluoro-1-imin^ N-methyl- 
acetamide hydrobromide 

[31 48] MS:m/e(ESI)486.4(MH+) 

Example 2240 

N-{3-tert-Butyl-5-[2-(2-cyclopropyl-7-imino-57^^ 
methyl-acetamide hydrobromide 

[31 49] MS:m/e(ESI)449.4(MH+) 

Example 2241 

6^2-[3-(Acetyl-methyl-amino)-5-terf-butyM^ 
[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[3150] MS:m/e(ESI)510.5(MH+) 

Example 2242 

2^2-(3-tert-Butyl-5-diethylamino-4-mem^ 
5-carboxylic acid methylamide hydrobromide 

[3151] MS:m/e(ESI)508.0(MH+) 

Example 2243 

1-(3-terf-Butyl-5-diethylamino-4-methoxy-phenyl)-2-(5,6~diethoxy-7>fluorO'1'imino>1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[3152] MS:m/e(ESI)514.0(MH+) 
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Example 2244 

1 -(3-te/t-Butyl-5-diethylamino-4-methoxy-phenyl)-2-(7>fluoro-1 -imino-5 ( 6-dimethoxy-1 ,3-dihydro-isoindol-2- yl)- 
ethanone hydrobromide 

[3153] MS:m/e(ESI)486.0(MH+) 

Example 2245 

1- (3-ferf-Butyl-5>diethylamino^-methoxy-phenyl)-2-(2K^clopropyl-7-imino-57>dihydro-pyrrol^ 
ethanone hydrobromide 

[3154] MS:m/e(ESI)449.0(MH+) 

Example 2246 

2- [2-(3-tertButyl-5-diethylamino-4-mefroxy-ph 
acid methylamide hydrobromide 

[3155] MS:m/e(ESI)509.1 (MH+) 

Example 2247 

6-[2-(3-tert-Butyl-5-diethylamino-4-methoxy-ph 
pyridine-2-carboxylic acid methylamide hydrobromide 

[31 56] MS:m/e(ESI)51 0. 1 (MH+) 

Example 2248 

2^2-[3-fert-Butyl-5-(ethyl-methyl-amino^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[3157] MS:m/e(ESI)493.8(MH+) 

Example 2249 

1 -[3-ferf-Butyl-5-(ethyl"methyl-amino)-4-methoxy- phenyl]-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[3158] MS:m/e(ESI)499.9(MH+) 

Example 2250 

1- [3-tert-Butyl-5-(ethyl-methyl-am ,3-dihydro-isoindol- 

2- yl)-ethanone hydrobromide 

[3159] MS:m/e(ESI)471 .9(MH+) 
Example 2251 

1 -[3- fert- Buty 1-5- (ethyl -methyl -ami no) -4- met h^ 
6-yl)-ethanone hydrobromide 

[3160] MS:m/e(ESI)435.0(MH+) 
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Example 2252 

2^2-[3-tert-ButyJ-5-(ethyl-methyl-am 

5- acetic acid methylamide hydrobromide 

[3161] MS:m/e(ES!)495.0(MH+) 
Example 2253 

6^2-[3-fe/t-Butyl-5-(ethyl-methyl-^^ 

[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 
[3162] MS:m/e(ESI)496.0(MH+) 
Example 2254 

2-[2-(3-ferf-Butyl-4-methoxy-5-oxazol-5-yl-phenyl)-2- oxo-ethyll-e-ethoxy-S-imino^.S-dihydro-IH-isoindole-S-acetic 
acid methylamide hydrobromide 

[3163] MS:m/e(ESI)505.3(MH+) 

Example 2255 

1-(3-ferf-Butyl-4-methoxy-5-oxazol-5-yl-phenyl)-2-(5,6-diethoxy-7-fluoro-1-imino-1 > 3-dihydroH^ 
hydrobromide 

[3164] MS:m/e(ESI)51 0.4(MH+) 
Example 2256 

1-(3-terf-Butyl'4-methoxy-5-oxazol-5-yl-phenyl)-2-(7-fluoro-1-imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[3165] MS:m/e(ESI)482.3(MH+) 

Example 2257 

1- (3-te/t-Butyl-4-methoxy-5-oxazol-5-yl-phenyl)-2-(2-^ 
ethanone hydrobromide 

[3166] MS:m/e(ESI)445.4(MH+) 

Example 2258 

6- [2-(3-tertButyl-4-methoxy-5-oxazol-5-yl-pheny 
pyridine-2-carboxylic acid methylamide hydrobromide 

[3167] MS:m/e(ESI)506.4(MH+) 

Example 2259 

2- {2-[8-feff-Butyl-4-(2-cyano-ethyl)-3,4-dihydro-2H- benzo[1 ,4]oxazin-6-yl]-2-oxo-ethyl}-6-ethoxy-3-imino- 
2,3-dihydro-1H-isoindole-5-acetic acid methylamide hydrobromide 

[3168] MS:m/e(ESl)517.8(MH+) 
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Example 2260 

6^248-fert-Butyl^-(2-cvano-ethyl)^ 

6y-dihydro-5H-pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 
[3169] MS:m/e(ESI)519.0(MH+) 
Example 2261 

3- i8-terf-Butyl-6-[2-(7-fluoro-1-imino-5,6-d?methoxy-1 .S-dihydro-isoindol^-ylVacetyn^.a-dihydro-benzotl^loxazin- 

4- yl}-propionitrile hydrobromide 

[3170] MS:m/e(ESI)495.0(MH+) 
Example 2262 

S^S-tertButyl-e-^S.e-diethoxy^-fluoro-l-im^ 
4-yl}-propionitrile hydrobromide 

[3171] MS:m/e(ESI)523.0(MH+) 

Example 2263 

3^8-tertButyl-6-[2-(2-cyclopropyl-7-imino-5^ 
oxazin-4-yl}-propionitrile hydrobromide 

[3172] MS:m/e(ESI)485.0(MH-f) 

Example 2264 

242-[8-ferf'Butyl^-(2'Cyano-ethyl)-3 > 4-dihydro-2H-benzo[1,4]oxazin-6-yl]-2-oxo-ethyl}-^ 
2 > 3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[3173] MS:m/e(ESI)517.1(MH+) 

Example 2265 

2-tert-Butyl-6-dimethylamino-4-[2-(5-dimet 
phenyl methanesulfonate hydrobromide 

[3174] MS:m/e(ESI)544.2(MH+) 

Example 2266 

2-te^Butyl-4-[2-(5,6-diethoxy-7-fluoro-1^ 
methanesulfonate hydrobromide 

[3175] MS:m/e(ESI)550.2(MH+) 

Example 2267 

2-tert-Butyl-6-dimethylamino-4-[2-(7-flu^ 
methanesulfonate hydrobromide 

[3176] MS:m/e(ESI)521 .3(MH+) 
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Example 2268 

2-tert-Butyl-4-[2-(2-cyclopropyl-7-M 
methanesulfonate hydrobromlde 

[3177] MS:m/e(ESI)484.9(MH+) 

Example 2269 

2-te^Butyl-6-dimethylamino^42-(5-eth^ 
methanesulfonate hydrobromide 

[3178] MS:m/e(ESI)545.2(MH+) 

Example 2270 

2-te/t-Butyl-6-dimethylamino-4-[2-(3-eth^ 
acetylj-phenyl methanesulfonate hydrobromide 

[3179] MS:m/e(ESI)546.0(MH+) 

Example 2271 

1-(3-te/f-Butyl-4-methoxy-5-pyridin-4-yl-phenyl)-2-^^^ 
hydrobromide 

[3180] MS:m/e(ESI)520.3(MH+) 
Example 2272 

1- (3-terf-Butyl-4-methoxy-5-pyridin-4-yl-phenyl)-2-(7-fluoro-1-imino-5 t 6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[3181] MS:m/e(ESI)492.2(MH+) 

Example 2273 

1 -(3-tert-Butyl-4-methoxy-5-pyridin-4-yl-phenyl)-2-(2H^ 
ethanone hydrobromide 

[3182] MS:m/e(ESI)455.2(MH+) 

Example 2274 

6-[2-(3-tert-Butyl-4-methoxy-5-pyridin-4-yl-^ 
pyhdine-2-carboxylic acid methylamide hydrobromide 

[31 83] MS:m/e(ESI)51 6.3(MH+) 

Example 2275 

2- [2-(3-fer/-Butyl"5'dimethylamino-4-methoxy-phenyl)-2-oxo-ethyl]-6>ethoxy-74luoro-3Hmino-2,3-di 
isoindole-5-carboxylic acid methylamide hydrobromide 

[3184] MS:m/e(ES!)499.2(MH+) 
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Example 2276 

1- (3-fert-Butyl-5-dimethylamino-4^ 
ethanone hydrobromide 

[3185] MS:m/e(ESI)472.0(MH+) 

Example 2277 

6-f2-(3-tert-Butyl-5-dimethylamino-4-hydroxy-phen^ 
pyridine-2-carboxylic acid methylamide hydrobromide 

[3186] MS:m/e(ESI)468.0(MH+) 

Example 2278 

2- [2-(3-fe^Butyl-5-dimethylamino-4-ethoxy-phenyl)-2-oxo-ethyl]-6-dimethy^ 

5- carboxylic acid methylamide hydrobromide 

[3187] MS:m/e(ESI)493.8(MH+) 
Example 2279 

I^S-terf-Butyl-S-dimethylamino^-ethoxy-phenyl^-tS^'diethoxy^-fluoro-l-imino-l ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[3188] MS:m/e(ESI)499.9(MH+) 

Example 2280 

1-(3-te^Butyl-5-dimethylamino-4-eth^ 
ethanone hydrobromide 

[3189] MS:m/e(ESI)471 .9(MH+) 

Example 2281 

1- (3-tert-Butyl-5-dimethylamino-4-ethoxy-phenyl)-2-(2 
ethanone hydrobromide 

[3190] MS:m/e(ESI)434.9(MH+) 

Example 2282 

2- [2-(3-terf-Butyl-5-dimethylamino-4-ethoxy-phenyl^^^ 
acid methylamide hydrobromide 

[3191] MS:m/e(ESI)495.0(MH+) 

Example 2283 

6- [2-(3-terr-Butyl-5-dimethylamino-4-ethoxy-phenyl)-2-oxo-ethyl]-3^ethoxy-7Hmino-67-dihydro-5H-pyTO 
pyridine-2-carboxylic acid methylamide hydrobromide 

[3192] MS:m/e(ESI)496.0(MH+) 
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Example 2284 

4-[2-(5,6'Diethoxy-74luoro-1-imino-1 ) 3-dihydro-isoindol-2-yl)-acetyl1-2<limethylamin 
methanesulfonate hydrobromide 

[3193] MS:m/e(ESI)524.3(MH+) 

Example 2285 

2-Dimethylamino-4<2-(7-fluoro-1-imm^ 
methanesulfonate hydrobromide 

[3194] MS:m/e(ESI)496.3(MH+) 

Example 2286 

442-(2-Cyclopropyl-7-imino-57-dihydro-py^ 
methanesulfonate hydrobromide 

[3195] MS:m/e(ESI)459.3(MH+) 

Example 2287 

2-Dimethylamino-4-[2-(3-ethoxy-7-imino-2-methylcaro^ 
6-methoxy-phenyl methanesulfonate hydrobromide 

[3196] MS:m/e(ESI)520.3(MH+) 

Example 2288 

2-tert-Butyl-4-[2-(5-ethoxy-lHmino-6-meth^ 
methanesulfonate hydrobromide 

[3197] MS:m/e(ESI)532.0(MH+) 

Example 2289 

2-terf-Butyl-4-[2-(5 > 6-diethoxy-7-fluoro-1-imino-1 < 3-dihydro-isoindol-2-yl)-acetyl]>6-methoxy-phenyl 
methanesulfonate hydrobromide 

[3198] MS:m/e(ESI)537.0(MH+) 

Example 2290 

2-ferf'Butyl-4-[2-(5-dimethylamino-1-imino>6-methylcamamoyl-1 < 3-dihydro-isoindol-2-yl)-acetyl]-6-met^ 
methanesulfonate hydrobromide 

[3199] MS:m/e(ESI)531 .0(MH+) 

Example 2291 

2-te^Butyl-4-[2-(3-ethoxy-7-imino-2H7iethylcarbamoyl^^ 
phenyl methanesulfonate hydrobromide 

[3200] MS:m/e(ESI)533.0(MH+) 
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Example 2292 

2-te/t-Butyl-4-[2-(7-fluoro-1-imino-5 l 6-dimetho^ 
methanesulfonate hydrobromide 

[3201] MS:m/e(ESI)509.0(MH+) 

Example 2293 

2- tert-Butyl-4-[2-(2-cyclopropyW 
methanesulfonate hydrobromide 

[3202] MS:m/e(ESI)472.0(MH+) 

Example 2294 

3- terf-Butyl-5-[2-(5-ethoxy-1-imino-6-methylcarbamoyl>1,3-dihydro-isoindoi-2-yl)-acetyl]-2-r^ 
methanesulfonate hydrobromide 

[3203] MS:m/e(ESI)532.1 (MH+) 

Example 2295 

3-te^Butyl-5-[2-(5,6-diethoxy-7-fluoro-1-imino-1^^ 
methanesulfonate hydrobromide 

[3204] MS:m/e(ESI)537.1 (MH+) 

Example 2296 

3-tert-Butyl-5-[2-(5-dimethylamino-1-imino 
methanesulfonate hydrobromide 

[3205] MS:m/e(ESI)531 .1 (MH+) 

Example 2297 

3-te^Butyl-5-[2-(3-ethoxy-7-imino-2-methylc^ 
phenyl methanesulfonate hydrobromide 

[3206] MS:m/e(ESI)533.1 (MH+) 

Example 2298 

3-te^Butyl-5-[2-(7-fluoro-1-imino-5,6^^ 
methanesulfonate hydrobromide 

[3207] MS:m/e(ESI)509.0(MH+) 

Example 2299 

3-ferf-Butyl-5-[2-(2-cyclopropyl-7-imino-5,7-dihydro- pyiTolo[3,4-b]pyridin-6-yl)-acetyl]-2-methoxy-phenyl 
methanesulfonate hydrobromide 

[3208] MS:m/e(ESI)472.0(MH+) 
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Example 2300 

2^2-[3-rg/t-Butyl-5-(3-hydroxy-pyrrolidin-1-y>)-4-methoxy-phenyl]-2-oxo-ethyl}-6-et 
isoindole-5-acetic acid methylamide hydrobromide 

[3209] MS:m/e(ESI)523.4(MH+) 

Example 2301 

1 -[3-tert-Butyl-5-(3-hydroxy-pyrrolidin-1 -yl)-4-methoxy-phenyl]-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol- 
2-yl)-ethanone hydrobromide 

[3210] MS:m/e(ESI)528.5(MH+) 

Example 2302 

2^2-[3-tert-Butyl-5-(3-hydroxy-pyrrolidm^ 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[321 1] MS:m/e(ESI)522.5(MH+) 

Example 2303 

642-[3-ferf-Butyl-5'(3-hydroxy-pyrrolidin-1-yl)-4-methoxy-phenyl]-2-oxo-ethyl}-3-ethoxy-7H 
pyrrolo-[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[3212] MS:m/e(ESI)524.5(MH+) 

Example 2304 

1 -[3-tert-Butyl-5-(3-hydroxy-pyrrolidin-1 -yl)-4-methoxy-phenyl]-2-(7-fluoro-1 Hmino-5,6-dimethoxy-1 ,3-dihydro- 
isoindol-2-yl)-ethanone hydrobromide 

[321 3] MS:m/e(ESI)500.4(MH+) 

Example 2305 

1-[3-fe^Butyl-5-(3-hydroxy-pynx>lidzn-1-yl)-4-m 
pyridin-6-yl)-ethanone hydrobromide 

[3214] MS:m/e(ESI)463.4(MH+) 

Example 2306 

2^2-[3-Dimethylamino-5-(1-fluoro-1-methyl-efo^^ 
isoindole-5-acetic acid methylamide hydrobromide 

[3215] MS:m/e(ESI)485.3(MH+) 

Example 2307 

6-{2-[3-Dimethylamino-5-(1-fluoro-1-methyl-ethyl)-4-methoxy-phenyl)-2'OXO-ethyl}-3-ethoxy»7-imino-6 ,7-dihydro-5H- 
pyrrolo^A-blpyridine^-carboxylic acid methylamide hydrobromide 

[3216] MS:m/e(ESI)486.4(MH+) 
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Example 2308 

1- [3-Dimethylamino-5-(1-fluoro-1-m^ 
isoindol-2-yl)-ethanone hydrobromide 

[3217] MS:m/e(ESI)462.3(MH+) 

Example 2309 

2- (5 t 6-Diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-1 -[3-dimethylamino-5-(1 -fluoro-1 -methyl-ethyl)- 
4-methoxy-phenyl]-ethanone hydrobromide 

[3218] MS:m/e(ESI)490.4(MH+) 

Example 2310 

2-(2-Cyclopropyl"7'imino-5y-dihydro-pyrrolo[3 ) 4'b]pyridin-6-yl)-1-[3-dimethylamino-5-(1-fluoro-1^ 
4-methoxy-pheny[]-ethanone hydrobromide 

[3219] MS:m/e(ESI)425.4(MH+) 

Example 2311 

6-Dimethylamino-2-{2-[3-dimethylamm 

2,3-dihydro-1H-tsoindole-5-carboxylic acid methylamide hydrobromide 
[3220] MS:m/e(ESI)484.4(MH+) 
Example 231 2 

2^2-[3-te^Butyl-5-(2-hydroxy-ethylamino)-4-meth^ 
isoindole-5-acetic acid methylamide hydrobromide 

[3221] MS:m/e(ESI)497.4(MH+) 

Example 2313 

2-{243-tert-Butyl-5-(2-hydroxy-ethylamino)-4-metho 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[3222] MS:m/e(ESI)496.4(MH+) 

Example 2314 

1- [3-rerf-Butyl-5"(2'hydroxy-ethylamino)-4-methoxy-phenyl]-2-(5,6-diethoxy-7-fluoro-lHmin 

2- yl)-ethanone hydrobromide 

[3223] MS:m/e(ESI)502.4(MH+) 
Example 2315 

H3-te^Butyl-5-(2-hydroxy-ethylamino)-4-meto^ 
2-yl)-ethanone hydrobromide 

[3224] MS:m/e(ESI)474.4(MH+) 
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Example 2316 

1-[3-te^Butyl-5-(2-hydroxy-ethylami 
pyridin-6-yl)-ethanone hydrobromide 

[3225] MS:m/e(ESI)437.4(MH+) 

Example 2317 

642-[3-tert-Butyl-5-(2-hydroxy-ethylamino)-4-meto^ 
[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[3226] MS:m/e(ESI)498.4(MH+) 

Example 2318 

2^2-[3-fert-Butyl-5-(3-hydroxyj3ropylamino)-4-m dihydro-1H- 
isoindole-5-acetic acid methylamide hydrobromide 

[3227] MS:m/e(ESI)51 1 .5(MH+) 

Example 2319 

2^2-[3-fert-Butyl-5-(3-hydroxy-propylamino)-4-m 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[3228] MS:m/e(ESI)51 0.5(MH+) 

Example 2320 

1- [3-fe/t-Butyl-5-(3-hydroxy-propylamino)-4-methoxy-phenyl]-2-(5,6-diethoxy-7-fluoro-1-imino-1^ 

2- yl)-ethanone hydrobromide 

[3229] MS:m/e(ESI)51 6.5(MH+) 
Example 2321 

1- [3-tert-Butyl-5-(3-hydroxy-propy}amino)-4HT^ 

2- yl)-ethanone hydrobromide 

[3230] MS:m/e(ESI)488.4(MH+) 
Example 2322 

1 -[3- ferf- Buty I -5- (3- hydroxy- propyl am inoM 
pyridin-6-yl)-ethanone hydrobromide 

[3231] MS:m/e(ESI)451 .4(MH+) 

Example 2323 

6-{2-[3-tert-Butyl-5-(3-hydroxy-propylamino)-4- methoxy-phenyl]-2'Oxo-ethyl}-3-ethoxy'7-imino>6,7-dihydrO'5H- 
pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[3232] MS:m/e(ESI)51 2.5(MH+) 
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Example 2324 

242-(3-tert-Butyl-4-methoxy-5-morp^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[3233] MS:m/e(ESI)522.5(MH+) 

Example 2325 

2-[2-(3-Dimethylamino-5HSopropenyl-4-me 

5- acetic acid methylamide hydrobromide 

[3234] MS:m/e(ESl)465.3(MH+) 
Example 2326 

6- [2-(3-Dimethylamino-5-isopropenyl-4-met 
[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[3235] MS:m/e(ESI)466.3(MH+) 

Example 2327 

1- (3-Dimethylamino-5-isopropenyl-4-methoxy-phenyi^^ 
ethanone hydrobromide 

[3236] MS:m/e(ESI)442.3(MH+) 

Example 2328 

2- (5 > 6-Diethoxy-7-fluoro-1-imino-1,3-dihyd 
ethanone hydrobromide 

[3237] MS:m/e(ESI)470.4(MH+) 

Example 2329 

2-(2-Cyclopropyl-7-imino-5 > 7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-1-(3-dimethylamino-5-isopropenyl-4-methoxy" 
phenyl)-ethanone hydrobromide 

[3238] MS:m/e(ESI)405.4(MH+) 

Example 2330 

6-Dimethyiamino-2-[2-(3-dimethylamino-5-isopropenyl-4-methoxy-phenyl)-2'Oxo-ethyl]-3-imino-2,3-dihydro-1H- 
isoindole-5-carboxylic acid methylamide hydrobromide 

[3239] MS:m/e(ESI)464.4(MH+) 

Example 2331 

2-te^Butyl-4-[2-(5-dimethylamino-1-imino-6-me^ 
ethylcarbamate hydrobromide 

[3240] MS:m/e(ESI)538.4(MH+) 
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Example 2332 

2-te^Butyl-4-[2-(5,6-diethoxy-7-f(uoro-^ ethylcarbamate 
hydrobromide 

[3241] MS:m/e(ESI)544.4(MH+) 
Example 2333 

2-tert-Butyl-6-ethoxy-4-[2-(7-fluoro-1 -imino-5,6- dimethoxy-1 ,3-dihydro-isoindol-2-yl)-acetyl]-phenyl ethylcarbamate 
hydrobromide 

[3242] MS:m/e(ESI)516.4(MH+) 
Example 2334 

2-fert-Butyl-4-[2-(2^ydopropyl-7-imino-57-dih^ 
ethylcarbamate hydrobromide 

[3243] MS:m/e(ESI)479.4(MH+) 

Example 2335 

2-fe/t-Butyl-6-ethoxy-4-[2-(5-ethoxy-1-imm^ 
ethylcarbamate hydrobromide 

[3244] MS:m/e(ESI)539.5(MH+) 

Example 2336 

2-tert-Butyl-6-ethoxy-4-[2-(3-ethoxy-7-imino-2-meth^^ 
phenyl ethylcarbamate hydrobromide 

[3245] MS:m/e(ESI)540.5(MH+) 

Example 2337 

1- (3-terf-Butyl-5-dimethylamino-4-hydroxy-phenyl)-2-(7-fluoro-1'iminO'5 > 6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)- 
ethanone hydrobromide 

[3246] MS:m/e(ESI)444.4(MH+) 

Example 2338 

2- [2-(7-Dimethylamino-3 ) 3-dimethyl-2,3-dihydro-benzofuran-5-yl)-2-oxo-ethyl]-6-ethoxy'3-imino-2,3- dihydro-1H- 
isoindole-5-acetic acid methylamide hydrobromide 

[3247] MS:m/e(ESI)465.4(MH+) 

Example 2339 

2-(5 > 6-Diethoxy-7-fluoro-1-imino-1,3-dihydro-te^^ 
5-yl)-ethanone hydrobromide 

[3248] MS:m/e(ESI)470.4(MH+) 



544 



EP 1 391 451 A1 

Example 2340 

6-Dimethylamino-2-[2-(7-dimethylamino^ 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[3249] MS:m/e(ESI)464.4(MH+) 

Example 2341 

6-[2-(7-Dimethylamino-3,3-dimethyl-2,3-dihydro-be 
pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[3250] MS:m/e(ESI)466.4(MH+) 

Example 2342 

1- (7-Dimethyiamino-3,3<limethyl-2,3<lihydro^ 
isoindol-2-yl)-ethanone hydrobromide 

[3251] MS:m/e(ESI)442.4(MH+) 

Example 2343 

2- (2-Cyclopropyl-7-imino-57-dihydro-pyrrolo^ 
benzofuran-5-yl)-ethanone hydrobromide 

[3252] MS:m/e(ESI)405.4(MH+) 

Example 2344 

2-[2-(3,3-Dimethyl-7-methylamino-2,3<lihydro-ben^^ 
isoindole-5-acetic acid methylamide hydrobromide 

[3253] MS:m/e(ESI)451 .4(MH+) 

Example 2345 

2-(5,6-Diethoxy-7-fluoro-1-imino-1,3-dihyd^ 

5- yl)-ethanone hydrobromide 

[3254] MS:m/e(ESI)456.4(MH+) 
Example 2346 

6- Dimethylamino-2-[2-(3,3-dimethyl-7-methylam 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[3255] MS:m/e(ESI)450.4(MH+) 

Example 2347 

6-[2-(3,3-Dimethyl-7-methylamino-2,3-dihyd 
pyrrolotS^-blpyridine^-carboxylic acid methylamide hydrobromide 

[3256] MS:m/e(ESI)452.4(MH+) 
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Example 2348 

1- (3,3-Dimethyl-7-methylamino-2,3-di^ 

2- yl)-ethanone hydrobromide 

[3257] MS:m/e(ESI)428.4(MH+) 
Example 2349 

2-(2-Cyclopropyl-7-imino-57-dihydro-pyrroto 
benzofuran-5-yl)-ethanone hydrobromide 

[3258] MS:m/e(ESI)391 .4(MH+) 

Example 2350 

2-{2-[3-Dimethylamino-5-(1 -hydroxy- 1-methyl-ethyl)-4-methoxy-phenyl]-2-oxo-ethyl}-6-ethoxy-3-imino-2,3-dihydro- 
1 H-isoindole-5-acetic acid methylamide hydrobromide 

[3259] MS:m/e(ESI)483.2(MH+) 

Example 2351 

6-{2-[3-Dimethylamino-5-(1-hydroxy-1-methyl-ethyl)-4-methoxy-phenyl]-2-oxo-ethy{}-3-ethoxy-7-imino-6,7-dihydro- 
5H-pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[3260] MS:m/e(ESI)484.2(MH+) 

Example 2352 

1 -[3-Dimethylamino-5-(1 -hydroxy- 1 -methyl-ethyl)-4-methoxy-phenyl]-2-(7-f luoro-1 -imino-S^-dimethoxy-l ,3- dihydro- 
isoindol-2-yl)-ethanone hydrobromide 

[3261] MS:m/e(ESI)460.2(MH+) 

Example 2353 

2-(5,6-Diethoxy-7-fluoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-1 -[3-dimethylamino-5-(1 -hydroxy- 1 -methyl-ethyl)- 
4-methoxy-phenyl]-ethanone hydrobromide 

[3262] MS:m/e(ESI)488.3(MH+) 

Example 2354 

2-(2-Cyclopropyl-7-imino-5,7-dihydro-pyrrolo[3,4-b]pyridin-6-yl)-1-[3-dimethylamino-5-(1 -hydroxy- 1 -methyl-ethyl)- 
4-methoxy-phenyl]-ethanone hydrobromide 

[3263] MS:m/e(ESI)423.3(MH+) 

Example 2355 

6-Dimethylamino-2-{2-[3-dimethylamlno-5-(1-hydroxy-1-methyl-ethyl)-4-methoxy-phenyl]-2-oxo-ethyl}-3-imino- 
2 > 3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[3264] MS:m/e(ESI)482.3(MH+) 
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Example 2356 

6-Ethoxy-2-{2-[3-(4-hydroxy-piperidin-1^ 
lsoindole-5-carboxylic acid methylamide hydrobromide 

[3265] MS:m/e(ESI)523.2(MH+) 

Example 2357 

6-Dimethylamino-2-{2-[3-(4-hydroxy-piperidin'1-yl)-5- isopropyl^-methoxy-phenyQ^-oxo-ethylj-S'imino^.S-dihydro- 
1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[3266] MS:m/e(ESI)522.2(MH+) 

Example 2358 

3- Ethoxy-6-{2-[3-(4-hydroxy-pipehdi^ 

pyrrolo[3,4-b]pyridine-2-carboxytic acid methylamide hydrobromide 
[3267] MS:m/e(ESI)524.3(MH+) 
Example 2359 

2-(7-Fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro-isoindol-2-yl)-1 -[3-(4-hydroxy-piperidin-1 -yl)-5-isopropyl-4-methoxy- 
phenylj-ethanone hydrobromide 

[3268] MS:m/e(ESI)500.2(MH+) 

Example 2360 

2-(2-Cyclopropyl-7-imino-57-dihydro-pyrroto 

4- methoxy-phenyll-ethanone hydrobromide 

[3269] MS:m/e(ESI)463.3(MH+) 
Example 2361 

(1-{5-[2-(5-Dimethylamino^-imino-6-me 
phenyl}-piperidin-4-yl)-acetic acid hydrobromide 

[3270] MS:m/e(ESI)564.2(MH+) 

Example 2362 

(1-{5-[2-(3-Ethoxy-7-imino-2-methylcaroam 
phenyl}-piperidin-4-yl)-acetic acid hydrobromide 

[3271] MS:m/e(ESI)566.2(MH+) 

Example 2363 

(1-{5-[2-(7-Fluoro-1-imino-5,6-dimethoxy-1,3^^ 
4-yl)-acetic acid hydrobromide 

[3272] MS:m/e(ESI)542.2(MH+) 
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Example 2364 

(1-{5-[2-(2-Cyclopropyl-7-irnino-57-di^ 
piperidin-4-yl)-acetic acid hydrobromide 

[3273] MS:m/e(ESI)505.2(MH+) 

Example 2365 

2-(2-{3-fert^utyl-4-methoxy-5-[(2-m^ 
1H-isoindole-5-acetic acid methylamide hydrobromide 

[3274] MS:m/e(ESI)525.2(MH+) 

Example 2366 

2-(2-{3-terf-Butyl^-methoxy-5-[(2-methoxy-ethyl)-methyl-amino]-phenyl}-2-oxO'ethyl^^ imino- 
2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[3275] MS:m/e(ESI)524.3(MH+) 

Example 2367 

H3-te^Butyl-4-methoxy-5-[(2-methoxy-ethyl)-methyl-amino]-phenyl}-2-(5,6-diethoxy-7-fluoro^ 
isoindol-2-yl)-ethanone hydrobromide 

[3276] MS:m/e(ESI)530.3{MH+) 

Example 2368 

H3-tertButyl-4-methoxy-5-[(2-methoxy-et^ 

1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 

[3277] MS:m/e(ESI)502.2(MH+) 

Example 2369 

1^3-te^Butyl-4-methoxy-5-[(2-methoxy-ethyl)-methy 
[3,4-b]pyridin-6-yl)-ethanone hydrobromide 

[3278] MS:m/e(ESI)465.3(MH-»-) 

Example 2370 

6-(2-{3-tert-Butyl-4-methoxy-5-[(2-methoxy-ethy 
5H-pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[3279] MS:m/e(ESI)526.3(MH+) 

Example 2371 

2-{2-[3-Dimethylamino-4>methoxy-5'(1'methoxy'1 -methyl- ethyl)-phenyl]-2-oxo-ethyl}-6-ethoxy>3-imino-2 t 3-dihydro- 
1H-isoindole-5-acetic acid methylamide hydrobromide 

[3280] MS:m/e(ESI)497.2(MH+) 
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Example 2372 

6^2-[3-Dimethylamino-4-methoxy-5^ 

5H-pyirolo[3,4-b]pyridine-2-carboxyMc acid methylamide hydrobromide 
[3281] MS:m/e(ESI)498.2(MH+) 
Example 2373 

1 -[3-Dimethylamino-4-methoxy-5-(1 -methoxy-1 -methyl-ethyl)-phenyl]-2-(7-fluoro-1 -imino-S^-dimethoxy-l ,3-dihydro- 
isoindol-2-yl)-ethanone hydrobromide 

[3282] MS:m/e(ESI)474.1 (MH+) 

Example 2374 

2-(5,6-Diethoxy-7-f luoro-1 -imino-1 ,3-dihydro-isoindol-2-yl)-1 -[3-dimethylamino-4-methoxy-5-(1 -methoxy-1 -methyl- 
ethyl)-phenyl]-ethanone hydrobromide 

[3283] MS:m/e(ESI)502.2(MH+) 

Example 2375 

2-(2-Cyclopropyl-7-imino-57-dihydro-pyrrolo[3,^ 
1 -methyl-ethyl)-phenyl]-ethanone hydrobromide 

[3284] MS:m/e(ESI)437.2(MH+) 

Example 2376 

6-Dimethylamino-2-(2-[3-dimethylamino-9-methoxy-5-(1 -methoxy-1 -methyl-ethyl)-phenyll'2-oxo-ethyl}-3-imino- 
2 > 3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[3285] Ms:m/e(ESI)496.2(MH+) 

Example 2377 

2-{2-[3-te^Butyl-5-(3 ) 4-dihydroxy-pyrrolidin^ 
isoindole-5-acetic acid methylamide hydrobromide 

[3286] MS:m/e(ESI)539.2(MH+) 

Example 2378 

1 -[3-tert-Butyl-5-(3,4-dihydroxy'pyrrolidin-1 -yl)-4-methoxy-phenyl]-2-(5,6-diethoxy-7-fluoro-1 -imino-1 ,3-dihydro- 
isoindol-2-yl)-ethanone hydrobromide 

[3287] MS:m/e(ESI)544.2(MH+) 

Example 2379 

2-{2-[3-ferf-Butyl-5-(3 < 4-dihydroxy-pyrrolidin-1-yl)-4-methoxy-phenyl]-2-oxo-ethyl}-6-dimethylamino-3-imir^ 
2 > 3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[3288] MS:m/e(ESI)538.2(MH+) 
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Example 23B0 

642-[3-te/t-Butyl-5-(3,4-dihydro^ 

pyrrolo[3 t 4-b]pyridine-2-carboxylic acid methylamide hydrobromide 
[3289] MS:m/e(ESI)540.2(MH+) 
Example 2381 

1 -[3-terf-Butyl-5-(3,4-dihydroxy-pyrrolidin-1 -yl)-4-methoxy-phenyl]-2-(7-fluoro-1 -imino-5,6-dimethoxy-1 ,3-dihydro- 
isoindol-2-yl)-ethanone hydrobromide 

[3290] MS:m/e(ESI)516.2(MH+) 

Example 2382 

1- [3-te/t-Buty>-5-(3,4-dihydroxy-pyrrolidin-1-yl)-4-methoxy-phenyl]-2-(2-cyclopro 
[3,4-b]pyridin-6-yl)-ethanone hydrobromide 

[3291] MS:m/e(ESI)479.2(MH+) 

Example 2383 

2^2-[3-terf-Butyl-5-(3-hydroxy-4-methoxy-pyrrolidin-1-yl)-4-methoxy-phenyl]-2-oxo-ethyl}-6-eth 
2,3-dihydro-1H-isoindole-5-acetic acid methylamide hydrobromide 

[3292] MS:m/e(ESI)553.1 (MH+) 

Example 2384 

H3-tert- Butyl -5- (3- hydroxy-4-methoxy- pyrrolidine^ 
1 .S-dihydro-isoindot^-ylVethanone hydrobromide 

[3293] MS:m/e(ESI)558.1 (MH+) 

Example 2385 

2- {2-[3-tertButyl-5-(3-hydroxy-4-methoxy^ 3-imino- 
2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[3294] MS:m/e(ESI)552.2(MH+) 

Example 2386 

6-{2-[3-te^Butyl-5-(3-hydroxy-4-methoxy-^ 

6,7-dihydro-5H-pyrrolo[3 t 4-b]pyridine-2-carboxylic acid methylamide hydrobromide 
[3295] MS:m/e(ESI)554.2(MH+) 
Example 2387 

1-[3-re/t-Butyl'5-(3-hydroxy-4-methoxy-pyrrolidin-1-yl)-4-methoxy-phenyl]-2-(7-fluoro-1-imin 
1 t 3-dihydro-isoindol-2-yl)-ethanone hydrobromide 

[3296] MS:m/e(ESI)530.2(MH+) 
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Example 2388 

1 - [3-fe^Butyl-5-(3-hydroxy-4-m 
pyrrolo[3,4-b]pyridin-6-yl)-ethanone hydrobromide 

[3297] MS:m/e(ESI)493.2(MH+) 

Example 2389 

242-[3-tert-Butyl-5-(cyanomethyl-methyl-ami^ 
isoindole-5-acetic acid methylamide hydrobromide 

[3298] MS:m/e(ESI)506.2(MH+) 

Example 2390 

6^2-[3-terf-Butyl-5-(cyanomethyl-methyl-amino)-4-methoxy-phenyi]-2-oxo-ethyl}-3-eth 
pyrrolo[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[3299] MS:m/e(ESI)507.2(MH+) 

Example 2391 

({S-fe/t-Butyl-S-^^y-fluoro-l-iminO'S^-dimethoxy-l ,3-dihydro-isoindol-2-yl)-acetyl]-2-methoxy-phenyl}-methyl- 
amino)-acetonitrile hydrobromide 

[3300] MS:m/e(ESI)483.2(MH+) 

Example 2392 

({3-ferf-Butyl'5-[2-(5,6-diethoxy-7-fluoro-1-imino-1 ,3-dihydro-isoindot-2-yl)-acetyl]-2-methoxy-phenyl}-methyl-amino)- 
acetonitrtle hydrobromide 

[3301] MS:m/e(ESI)511.3(MH+) 

Example 2393 

({3-te/t-Butyl-5-[2-(2-cyclopropyl-7-imino-5y-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-acetyl]-2-met^ 
amino)-acetonitrile hydrobromide 

[3302] MS:m/e(ESi)446.2(MH+) 

Example 2394 

2- {2-[3-ferf-Butyl-5-(cyanomethyl-methyl-amino)-4-methoxy-phenyl]-2-oxo-ethyl}-6-dimethylamino>3-imin 
2 > 3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[3303] MS:m/e(ESI)505.2(MH+) 

Example 2395 

2-{2-[3-fert-Butyl-5-(cyanomethyl-amino)-4-methoxy-phenyl]-2-oxO'ethyl}-6-ethoxy-3-imino-2,3-dihydr^ 
isoindole-5-acetic acid methylamide hydrobromide 

[3304] MS:m/e(ESI)492.2(MH+) 
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Example 2396 

6^2-[3-tert-Butyl-5-(cyanomethyl-amino)-4-meth^ 
[3,4-b]pyridine-2-carboxylic acid methylamide hydrobromide 

[3305] MS:m/e(ESI)493.2(MH+) 

Example 2397 

{3- terf-Butyl-5-[2-(7-fluoro-1-imino-5,6-di methoxy- 1 ,3-dihydro-isoindol-2-yl)'acetyl]-2-methoxy-phenylamino}- 
acetonitrile hydrobromide 

[3306] MS:m/e(ESI)469.2(MH+) 

Example 2398 

{S-tert-Butyl-S-^-^S-diethoxy-y-fluoro-^ 
acetonitrile hydrobromide 

[3307] MS:m/e(ESI)497.2(MH+) 

Example 2399 

{3-tert-Butyl-5-[2-(2-cyclopropyl-7-imino-57-dihydro^ phenylamino}- 
acetonitrile hydrobromide 

[3308] MS:m/e(ESI)432.2(MH+) 

Example 2400 

2^243-fert-Butyl-5-(cyanomethyl-amino)-4-m 
isoindole-5-carboxylic acid methytamide hydrobromide 

[3309] MS:m/e(ESI)491 .2(MH+) 

Example 2401 

2^2-[3-feff-Butyl-5-(4-hydroxy-4-methyl-piperidin-1-yl)-4-methoxy-phenyl]-2-oxo-ethyl}-6-ethoxy-3H 
2,3-dihydro-1H-isoindole-5-acetic acid methylamide hydrobromide 

[3310] MS:m/e(ESI)551 .3(MH+) 

Example 2402 

2^2-[3-fe^Butyl-5-(4-hydroxy-4-methyl-piperi 

2,3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 
[3311] MS:m/e(ESI)550.3(MH+) 
Example 2403 

6^243-terf-Butyi'5-(4-hydroxy-4-methyl-piperidin'1>yl)-4-methoxy-phenyl]-2-oxo-ethyl}-3-ethoxy>7-imino- 
67-dihydro-5H-pyrrolo[3,4-b]pyridirie-2-carboxylic acid methylamide hydrobromide 

[3312] MS:m/e(ESI)552.3(MH+) 
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Example 2404 

1- [3-tert-Butyl-5-(4-hydroxy-4-mefo^^ 

1 ,3-dihydro-isoindol-2-yl)-ethanone hydrobromide 

[3313] MS:m/e(ESI)528.2(MH4-) 
Example 2405 

6-Ethoxy-3-imino-2-[2-(3-isopropyl-4-methoxy-5-moroh 

5- carboxylic acid methylamide hydrobromide 

[3314] MS:m/e(ESI)509.2(MH+) 
Example 2406 

6- Dimethylamino-3-imino-2-[2-(3-isopropyl-4<neth^ 
isoindole-5-carboxylic acid methylamide hydrobromide 

[3315] MS:m/e(ESI)508.2(MH+) 

Example 2407 

2- (5 > 6-Diethoxy-7-fluoro-1-imino-1,3-dihydro-isoindol-2-yQ 
ethanone hydrobromide 

[3316] MS:rn/e(ESI)514.2(MH+) 

Example 2408 

2-(7-Fluoro-1-imino-5 > 6-dimethoxy-1,3-dih^ 
ethanone hydrobromide 

[3317] MS:m/e(ESI)486.2(MH+) 

Example 2409 

2- (2-Cyclopropyl-7-imino-5 > 7-dihydro-pyrrolo[3 > 4-b]pyridin-6-yl)-1-(3Hsopropyl-4-methoxy'5>morpholin-4-yl-phenyl)- 
ethanone hydrobromide 

[3318] MS:m/e(ESI)449.2(MH+) 

Example 2410 

3- Ethoxy-7-imino-6-[2-(3-isopropyl-4-methoxy-5-morpholi^^ 
pyridine-2-carboxylic acid methylamide hydrobromide 

[3319] MS:m/e(ESI)510.2(MH+) 

Example 2411 

2-(2-{3-tert-Butyl-5-[ethyl-(2-hydroxy-ethyl)-am 
1H-isoindole-5-acetic acid methylamide hydrobromide 

[3320] MS:m/e(ESI)525.2(MH+) 
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Example 241 2 

2-(2-{3-ferf-Butyl-5-[ethyt-(2-hydroxy-ethyl)-amino]-4-methoxy-phenyl}-2-oxo-ethyl)-^ 
2 > 3-dihydro-1H-isoindole-5-carboxylic acid methylamide hydrobromide 

[3321] MS:m/e(ESI)524.2(MH+) 

Example 2413 

H3-tertButyl-5-[ethyl-(2-hydroxy-ethyl)-a 
lsoindol-2-yl)-ethanone hydrobromide 

[3322] MS:m/e(ESI)530.2(MH+) 

Example 2414 

H3-tertButyl-5H>thyl-(2-hydroxy-ethyl)-am 
isoindol-2-yl)-ethanone hydrobromide 

[3323] MS:m/e(ESI)502.2(MH+) 

Example 2415 

H3-tertButyl-5-[ethyl-(2-hydroxy-ethyl)-am^ 
[3,4-b]pyridin-6-yl)-ethanone hydrobromide 

[3324] MS:m/e(ESI)465.2(MH+) 

Example 2416 

6-(2-{3-terf-Butyl-5-[ethyl-(2-hydroxy-ethyl)-am 

5H-pyrrolo[3,4-bjpyridine-2-carboxylic acid methylamide hydrobromide 
[3325] MS:rn/e(ESI)526.2(MH+) 

[3326] The compounds of the following examples were synthesized as ring-opened prodrugs of the aforementioned 
1-iminoisoindoline derivatives. 

<Example2417> 

N1-Methyl-5-cyano-4-f(1 -{2-f3,5-di(terf-butyl)-4-hydroxyphenvll-2-oxoethyl}amino)methyl1-2-ethoxybenzamide 
hydrochloride 

[3327] 



0 
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(Step 1 ) Ethyl 5-bromo-4-(bromomethyl)-2-ethoxybenzoate 
[3328] 



O-Wr 




Br 



[3329] After dissolving ethyl 5-bromo-2-ethoxy-4-methylbenzoate (19.72 g) in carbon tetrachloride, azobisisobuty- 
ronitrile (1 .13 g) was added and the mixture was heated to reflux for 30 minutes. N-bromosuccinimide was added and 
the mixture was further heated to reflux for 1 hour. The reaction mixture was filtered and the filtrate was concentrated. 
The residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title com- 
pound (1 0.54 g) as a colorless oil. 
1H-NMR(CDCI3)8(ppm) 

1.37(3H,t,J=7.2Hz), 1 .46(3H,t,J=7.2H) l 4.11 (2H,q,J=7.2Hz), 4.35(2H,q,J=7.2Hz), 4.54(2H,s), 7.09(1 H,s), 7.99(1 H,s). 
(Step 2) 4-(Azidomethyl)-5-bromo-2-ethoxybenzoic acid 



[3331] After dissolving the ethyl 5-bromo-4-(bromomethyl)-2-ethoxybenzoate (7.807 g) in dimethylformamide (50 
ml), sodium azide (2.0 g) was added and the mixture was stirred at room temperature overnight. The reaction mixture 
was diluted with ethyl acetate and washed with water, 1 N hydrochloric acid and brine, and then the organic layer was 
dried over anhydrous magnesium sulfate, filtered and concentrated to yield a light yellow oil (6.96 g). After dissolving 
this in ethanol (100 ml), 5 N sodium hydroxide was added and the mixture was stirred at 50°C for 1 hour. It was then 
neutralized with 5 N hydrochloric acid (5 ml) and extraction was performed with ethyl acetate. The organic layer was 
dried over anhydrous magnesium sulfate, filtered and concentrated to yield a light yellow oil (7.60 g). 
1H-NMR(CDCI3)8(ppm) 

1.59(3H,t,J=6.8Hz), 4.37(2H,q,J=6.8Hz), 4.57(2H,s), 7.14(1H,s), 8.37(1 H,s). 
(Step 3) N1-Methyt-4-(azidomethyl)-5-bromo-2-ethoxybenzamide 



[3333] After dissolving the 4-(azidomethyl)-5-bromo-2-ethoxybenzoic acid (7.67 g) in tetrahydrofuran (100 ml), tri- 
ethylamine (3.2 ml) and ethyl chloroformate (2.11 ml) were added in that order and the mixture was stirred at room 
temperature for 30 minutes. Aqueous methylamine (3.2 ml) was added and the mixture was stirred at room temperature 
for 30 minutes. The mixture was diluted with ethyl acetate and washed with water and 1 N hydrochloric acid, and then 



[3330] 




[3332] 
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the organic layer was dried over anhydrous magnesium sulfate, filtered and concentrated to yield the title compound 

(5.328 g) as a white solid. 

1H-NMR(CDCI3)5(ppm) 

1.53(3H,t,J=6.8Hz), 3.00(3H,d,J=4.8Hz), 4.23(2H,q,J=7.2Hz), 4.51 (2H,s), 7.01 (1H,s), 7.88(1 H.br), 8.40(1 H,s). 

(Step 4) N1-Methyl-4-(aminomethyi)-5-bromo-2-ethoxybenzamide 

[3334] 



0 




[3335] After dissolving the N1 -methyl-4-(azidomethyl)-5-bromo-2-ethoxybenzamide (5.32 g) in tetrahydrofuran (50 
ml) and water (3 ml), triphenylphosphine (5.4 g) was added and the mixture was stirred at room temperature for 4 days. 
The reaction mixture was concentrated and the residue was purified by silica gel column chromatography (solvent: n- 
hexane-ethyl acetate) to yield the title compound (5.11 g) as a light yellow solid. 
1H-NMR(CDCI3)5(ppm) 

1.38(3H,t,J=7.2Hz), 2.79(3H,d,J=4.8Hz), 3.71 (2H,s), 4.20(2H,q,J=7.2Hz), 7.34(1 H,s), 7.84(1 H,s), 8.03(1 H,br). 

(Step 5) N1-Methyl-5-bromo-2-ethoxy-4-({[(4-nitrophenyl)sulfonyl]amino}methyl)benzamide 

[3336] 



0 




[3337] After dissolving the N 1 -methyl-4-(aminomethyl)-5-bromo-2-ethoxybenzamide (6.77 g) in pyridine (50 ml), 4-ni- 
trobenzenesulfonyl chloride (5.3 g) was added and the mixture was stirred at room temperature overnight. Water and 
ethyl acetate were then added for separation. The organic layer was washed with 1 N hydrochloric acid and brine and 
the precipitated crystals were filtered out (5.57 g). The organic layer of the filtrate was dried over anhydrous magnesium 
sulfate, filtered and concentrated and the residue was washed with ethyl acetate and filtered. A total of 8.31 g of the 
title compound was obtained as a white solid. 1 H-NMR(CDCI3)8(ppm) 

1 .34(3H,t,J=9.2Hz), 2.76(3H,d,J=4.4Hz), 4.03(2H,q,J=7.2Hz), 4.1 6(2H,d,J=6.4Hz), 7.03(1 H,s), 7.75(1 H,s), 7.96-8.02 
(1H,m), 7.98(2H,d,J=11.6Hz), 8.34(2H,d,J=11 .6Hz), 8.66-8.72(1 H,m). 
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(Step 6) N1-Methyl-5-bromo-4-({{2-[3,5-di(te^ 
methyl)-2-ethoxybenzamide 

[3338] 




[3339] After suspending the N1 -methyl-5-bromo-2-ethoxy-4-({[(4-nitrophenyl)sulfonyl]amino}rnethyl)benzamide 
(2.10 g) in acetonitrile (20 ml), 2-bromo-1-[3,5-di(terf-butyl)-4-hydroxyphenyl]-1-ethanone (1 .74 g) and cesium carbon- 
ate (1 .74 g) were added in that order. The mixture was stirred at room temperature for 3 days, diluted with ethyl acetate 
and washed with water and 1 N hydrochloric acid. The organic layer was dried over anhydrous magnesium sulfate, 
filtered and concentrated, and the residue was washed with ethyl acetate-diisopropyl ether and filtered to yield the title 
compound (3.04 g) as a white solid. 
1H-NMR(CDCI3)5(ppm) 

1.43(181-1,8), 1.51(3H,t,J=6.8Hz), 3.00(3H,d,J=4.8Hz), 4.18(2H,q,J=6.8Hz), 4.65(2H,s), 4.72(2H,s), 5.82(1 H,s), 7.28 
(1H,s), 7.61 (2H,s), 7.83-7.89(1 H,m), 8.05(2H,d,J=1 1 .6Hz), 8.32(1 H,s), 8.37(2H,d,J=9.2Hz) 

(Step 7) N1-Methyl-5-bromo-4-[({2-[3,5-di(te/t-butyl)-4-hydroxyphenyl]-2-oxoethyl}amino)methyl]-2-ethoxybenzamide 
[3340] 




[3341] After dissolving thiophenol (1 .27 ml) in dimethylformamide (20 ml), sodium hydride (480 mg) was added. The 
mixture was stirred at room temperature for 30 minutes and then the N1 -methyl-5-bromo-4-({{2-[3,5-di(ferf-butyl)-4-hy- 
droxyphenyl)-2-oxoethyl}[(4-nitrophenyl)sulfonyl]amino}methyl)-2-ethoxybenzamide (2.95 g) was added. After stirring 
at room temperature for 1 hour, the mixture was diluted with ethyl acetate and washed with water and brine, and then 
the organic layer was dried over anhydrous magnesium sulfate, filtered and concentrated and the residue was purified 
by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (1 .75 g) as a light 
orange oil. (78% yield) 
1H-NMR(CDCI3)5(ppm) 

1.42(18H,s), 1.48(3H,t,J=6.8Hz), 2.99(3H,d,J=4.8Hz), 4.31 (2H,q,J=6.8Hz), 4.36(2H,s), 4.92(2H,s), 5.86(1H,s), 7.73 
(2H,s), 7.75(1 H,s), 7.93(1 H,brs), 8.39(1 H,d,J=3.6Hz). 
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(Step 8) terf-Butyl N-{2-bromo-5-ethoxy-4-[(methytaminofc^ 
2-oxoethyl}carbamate 



[3343] AfterdissolvingtheN1-methyl-5-bromo-4-^ 

2-ethoxybenzamide (1 .75 g) in tetrahydrofuran (20 ml), terf-butyl dicarbonate (770 mg) was added. The mixture was 
heated to reflux for 2 hours, the reaction mixture was concentrated and the residue was purified by silica gel column 
chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound (1 .97 g) as a white solid. 1 H-NM R(CDCI3) 
S(ppm) 

1.42, 1.44, 1.46(27H,each s), 1 .50(3H,t,J=7.2Hz), 3.00, 3.02(3H,each d,J=4.8Hz and J=5.2Hz), 4.15, 4.23(2H,each 
q,J=7.2Hz and 6.8Hz), 4.56, 4.57(2H,each s), 4.63, 4.67(2H,each s), 5.75(1 H,s), 7.12, 7.29(1 H,s), 7.72, 7.80(2H,each 
s), 7.87-7.94(1 H,m), 8.32, 8.35(1 H.each s). 

(Step 9) terf-Butyl N-{2^yano-5-ethoxy-4-[(methylamino)camonyl]benzyl}-N-{2-[3,5-di(tert-butyl)-4-hydroxyphenyl]- 
2-oxoethyl}carbamate 



[3345] After dissolving the ferf-butyl N-{2-bromo-5-ethoxy-4-[(methylamino)carbonyl]benzyl}-N-{2-[3,5-di(ferT-butyl)- 
4-hydroxyphenyl]-2-oxoethyl}carbamate (2.71 g) in propionitrile (11 ml), sodium cyanide (420 mg), copper iodide (1 63 
mg) and tetrakis(triphenylphosphine)palladium (495 mg) were added under a nitrogen atmosphere and the mixture 
was heated to reflux for one hour. Additional copper iodide (1 70 mg) and tetrakis(triphenylphosphine)palladium (500 
mg) were added and heating to reflux was continued for 4 hours. Ethyl acetate and water were added to the reaction 
mixture and the resultant mixture was filtered with celite. The filtrate was washed with water and brine. The organic 
layer was dried over anhydrous magnesium sulfate and, after filtering off the insoluble portion, was concentrated. The 
residue was purified by silica gel column chromatography (solvent: n-hexane-ethyl acetate) to yield the title compound 
(788 mg) as a white solid. 
1H-NMR(CDCI3)6(ppm) 

1 .38, 1 .41 , 1 .45(1 8H, each s), 1 .54(3H,t,J=6.8Hz), 1 .57(9H,s), 3.00, 3.01 (3H,each d,J=4.4Hz and J=4.8Hz), 4.29, 4.36 
(2H,each q,J=6.8Hz), 4.66, 4.69(2H,each s), 4.71 , 4.75(2H,each s), 5.76(1 H,s), 7.47, 7.51 (1 H.each s), 7.72, 7.82(2H, 
each s), 7.76-7.82(1 H,m), 8.46, 8.50(1 H, each s). 

(Example 2417: Final step) 

[3346] After dissolving the terf-butyl N-{2-cyano-5-ethoxy-4-[(methyiamino)carbonyl]benzyl}-N-{2-[3,5-di(terf-butyl)- 
4-hydroxyphenyl]-2-oxoethyl}carbamate (454 mg) in a 4 N hydrogen chloride-dioxane solution, the mixture was stirred 
at room temperature for one hour. The reaction mixture was concentrated to yield the target compound (41 0 mg) as a 



[3342] 




[3344] 
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white solid. 

1 H-NMR(DMSO-d6)8(ppm) 

1.39(3H,t,J=6.8Hz), 1.40(18H,s), 2.79(3H,d,J=3.6Hz), 4.28(2H,q,J=6.8Hz), 4.38(2H,brs), 4.89(2H,brs), 7.74(2H,s), 
7.81(1H,s), 8.04(1H,s), 8.14(1H,s), 8.17(1 H ( d,J=4.8Hz). 

Example 241 8 

5-Bromo^-{[2-(3 t 5-di-terf-butyt-4-^ 
[3347] 1H-NMR(DMSO-d6)5: 

1.40(3H,t,J=7.2Hz), 1.45(18H,s), 3.00(3H,d,J=4.8Hz), 4.12(4H,s), 4.20(2H,q,J=7.2Hz), 5.76(1 H,s), 7.76(2H,s), 7.82 
(1H,br), 8.12(1H,s). 

Example 2419 

S-Cyano^-fE-foS-di-fertbutyM-hydroxy-phe^ 
[3348] 1H-NMR(DMSO-d6)5: 

1.31(3H,t,J=7.2Hz), 1.41(18H,s), 2.78(3H,t t J=4.4Hz), 4.27(2H,q,J=7.2Hz), 4.36(2H,brs), 4.89(2H,brs), 7.75(2H,s), 
8.13(1 H,s), 8.38-8.42(1 H,m). 

Example 2420 

5-Cyano-4-{[2-(3,5-di-fertbutyl-4- hydroxy-^ 
hydrochloride 

[3349] 1H-NMR(DMSO-d6)5: 

1.39(3H,t I J=6.8Hz) > 1.40(18H,s), 2.79(3H,d,J=3.6Hz), 4.28(2H,q,J=6.8Hz), 4.38(2H,brs), 4.89(2H,brs), 7.74(2H,s), 
7.81 (1H,s), 8.04(1 H,s), 8.14(1 H,s), 8.1 7(1 H, d, J=4.8Hz). 

Example 2421 

4- ({(2-Amino-acetylH2-(3,5-di-ferNbutyl-4-hyd 
benzamide hydrochloride 

[3350] 1H-NMR(DMSO-d6)5: 

1.36(3H,t,J=7.2Hz) > 1.40(9H,s), 2.77(3H,d,J=4.8Hz), 4.22(2H t q,J=7.2Hz), 4.46(2H,brs), 4.87(2H,brs), 5.20(2H,brs), 
7.12(1H,s), 7.76(2H,s), 8.03(1 H,s), 8.05-8.12(1 H.m), 8.25(1H ( br). 

Example 2422 

5- Cyano-4-({[2-(3,5-di-ferf-butyl-4-hydroxy-phenyl)-2-oxo-ethyl]-methyl-amino}-methyl)-2-ethoxy-N-methyl- 
benzamide 

[3351 ] 1 H-NM R(DMSO-d6)5: 

1.33(3H,t,J=7.2Hz), 1.37(18H,s), 2.36(3H,s) 1 2.77(3H,d,J=4.4Hz), 3.86(2H,s), 3.98(2H,s), 4.10(2H,q,J=7,2Hz), 7.25 
(1H,s), 7.70(2H,s), 7.78(1 H,brs), 7.93(1 H,s), 8.03-8.07(1 H,m). 

Example 2423 

Methyl (2>feff-butyl>4-[2-(2-cyano-5-ethoxy-4-methylcarbamoyl-benzylamino)-acetyl]-phenoxy)>acetate hydrochloride 
[3352] 1H-NMR(DMSO-d6)5: 

1.31(9H,s), 1.38(3H,t,J=6.8Hz), 2.76(3H,d,J=4.8Hz), 3.25(2H > d,J=7.2Hz), 3.70(3H,s), 4.19-4.30(2H,m), 4.93(2H,d, 
J=6.4Hz), 5.41(1H,br), 6.91(11-1^=8.8^), 7.37(1 H,s), 7.67(1 H,d 1 J=2.4Hz), 7.80(1 H,dd,J=2.0,8.8Hz), 7.82(1 H,s), 
7.98-8.01 (1H,m), 8.56(2H,br). 
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Example 2424 

S-Cyano^-Kre-ta.S-di-tert-butyM-^ 
[3353] 1 H-NMR(DMSO-d6)5: 

1 .34(3H,t,J=6.4Hz), 1 .37(9H,s), 2.36(3H,s), 3.86(2H,s) l 3.97(2H,s), 4.09(2H,q,J=6.4Hz), 7.25(1 H,s), 7.54(1 H.br), 7.69 
(2H,s), 7.71(1H,br), 7.78(1 H.br), 7.99(1 H,s). 

Example 2425 

4-[({2-[3-fert-Butyl-5-(3-carbamoyl-propoxy)-4-hyd 
2-ethoxy-N-methyl-benzamide 

[3354] 1 H-NMR(DMSO-d6)6: 

1.34(3H,t,J=7.2Hz), 1.36(9H,s), 1 .97(2H ( quint,J=6.8Hz), 2.29(2H,t,J=6.8Hz), 2.35(3H,s), 2.79(3H,d,J=4.4Hz), 3.88 
(2H,S), 4.00(4H,m), 4.12(2H,q ) J=7.2Hz), 6.83(1H,s), 7.28(1H,s), 7.33(1H,s), 7.37(1H,s), 7.48(1H,s), 7.96(1H,s), 8.08 
(1H,q,J=4.4Hz), 9.16(1H,s). 

Example 2426 

4-[({2-[3-fe^Butyl-5-(3-caroamo 
2-ethoxy-benzamide 

[3355] 1 H-NMR(DMSO-d6)5: 

1.36(12H,m), 1.98(2H,quint,J=7.2Hz), 2.29(2H,t l J=7.2Hz), 2.36(3H,s), 3.88(2H,s), 4.00(4H,m), 4.12(2H,q,J=6.8Hz), 
6.83(1 H,s), 7.29(1 H,s), 7.33(1 H,s), 7.37(1 H,s), 7.47(11-1,3), 7.57(11-1,3), 7.73(1 H,s), 8.01 (1H,s), 9.16(1 H,s). 

Example 2427 

4-(3-terf-Butyl-5-{2-[(2-cyano-5-ethoxy-benzyl)-methyl-amino]-acetyl}-2-hydroxy-phenoxy)-butylam 
[3356] 1 H-NMR(DMSO-d6)5: 

1 .29(3H,t,J=7Hz), 1.34(9H,s), 1 .92-2.01 (2H,m), 2.45-2.55(2H,m), 2.55(3H,s), 3.92-4.06(4H,m), 4.15(2H,q f J=7Hz), 
5.38(2H,s), 7.18-7.42(2H,m), 7.45-7.66(2H,m), 7.68-7.82(2H,m). 

Example 2428 

4-({2-[3-te^Butyl-5-(3-carbamoyl-propoxy)-4-hydroxy-phenyl]-2-oxo-ethylamino}-methyl)-5-cyan 
methyl-benzamide hydrochloride 

[3357] 1 H-NMR(DMSO-d6)5: 

1.38(9H,s), 1.40(3H,t,J=6.8Hz), 1 .99(2H,t,J=6.8Hz) ( 2.29(2H,t,J=6.8Hz), 2.79(3H,d,J=4.8Hz), 4.05{2H,t,J=6.4Hz), 
4.29(2H,q,J=6.8Hz), 4.38(2H,brs), 4.88(2H J brs), 6.81 (1 H.brs), 7.36(1 H.brs), 7.42(1 H,s), 7.48(1 H,s), 7.86(1 H,s), 8.03 
(1H.S), 8.18(1H,q,J=3.6Hz), 9.51 (1 H.brs). 

Test Examples 

[3358] The biochemical activities of compounds of the invention and salts thereof and their actions and effects as 
medicines (thrombin receptor binding capacity, platelet aggregation inhibitory action and smooth muscle cell prolifer- 
ation inhibitory action) were evaluated by the following methods. 

<Test Example 1> 

[Receptor binding assay] 

[3359] Blood was sampled from a healthy adult who had taken no drugs for one week, and 3.8% citric acid (a ratio 
of 1:9 with respect to the blood) was added as an anticoagulant. The mixture was then centrifuged at 100 g for 10 
minutes at room temperature to yield platelet rich plasma (PRP). The platelet precipitate obtained by centrifuging the 
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PRP was homogenized with a Dounce homogenizer, and then centrifuged at 40,000 g for 60 minutes to yield platelet 
membrane. The platelet membrane was suspended in a solution prepared by adding DMSO (dimethyl sulfoxide) at 
1% concentration to Buffer 1: a 50 mM Tris-HCI buffer containing 10 mM MgCI 2 and 1 mM EGTA (ethylene glycol 
tetraacetic acid), and the suspension was stored at -80°C. Bovine albumin and DMSO were added to Buffer 1 at 0.1% 

5 and 20%, respectively, to make preparation solutions for the test compound. The test compounds (20 uJ) diluted at 
various concentrations with the preparation solutions were added to a 96-well multiscreen plate. Next, 80 u.l of 25 nM 
[ 3 H]Ala-(4-f luoro)Phe-Arg-(cyclohexyl)Ala-(homo)Arg-Tyr-NH 2 (high affinity TRAP) diluted with Buffer 1 was added and 
thoroughly mixed therewith. After then adding 100 \i\ of the previously prepared platelet membrane suspension (0.4 
mc/ml) and mixing, incubation was performed at 37°C for 1 hour. The reaction mixture was suction filtered and then 

10 rinsed 3 times with 200 uJ of Buffer 1 . Next, 30 jxl of liquid scintillator was added for measurement of the radioactivity 
of the plate using a Top Counter (Packard), the value of the radioactivity in the presence of the test compound minus 
non-specific binding portion was divided by the specific binding value (the value of the binding in the absence of the 
compound minus the non-specific binding portion) to determine the binding ratio, from which the IC 50 value was cal- 
culated. The non-specific binding was the value obtained with addition of 1 0 u,M of high affinity TRAP. The results are 

15 shown in Tables 1 to 4. 

<Test Example 2> 

[Inhibitory effects on platelet aggregation using platelet rich plasma] 

20 

[3360] Blood was sampled from a healthy adult who had taken no drugs for one week, and 3.8% citric acid (a ratio 
of 1 :9 with respect to the blood) was added as an anticoagulant. The mixture was then centrifuged at 100 g for 10 
minutes at room temperature to yield platelet rich plasma (PRP). The PRP-removed blood was further centrifuged at 
1 000 g for 1 0 minutes to yield platelet poor plasma (PPP). The number of platelet was counted using a multi-parameter 

25 automatic hemocyte counter (K4500, Sysmex), and the PRP was diluted to approximately 300,000/u.l with the PPP. 
The platelet aggregation activity was determined in the following manner using an Aggregometer (MC Medical). 
GPRP-NH 2 (final concentration 1 mM, 25 jil) was added as a fibrin polymerization inhibitor to the PRP (175 uJ), after 
which Ca-free Tyrode solution (control) or the test compound suspension (25 at different concentrations was added, 
incubation was performed at 37°C for 3 minutes and then 25 u.l of thrombin at the minimum concentration required to 

30 produce maximum aggregation (final concentration: optimum concentration among 0.5-1 .5 units/ml) was added, for 
initiation of platelet aggregation. PRP and Ca-free Tyrode solution (control) or the preparation solutions at various 
concentrations were pre-incubated at 37°C for 60 minutes, prior to the platelet aggregation reaction in some experi- 
ments. After addition of thrombin, the aggregation reaction was examined for 6 minutes and the areas under the ag- 
gregation curves were compared to determine the inhibition ratio, from which the IC 50 value was calculated. The results 

35 are shown in Tables 1 to 4. 

<Test Example 3> 

[Rat smooth muscle cell proliferation assay] 

40 

[3361] Vascular smooth muscle cells (rSMC) were isolated from male SD rat aorta by the explant method. DMEM 
medium (Sigma) containing 10% fetal bovine serum (GibcoBRL), streptomycin and penicillin was used as the prolif- 
eration medium, and subculture was carried out at 37°C in the presence of 5% C0 2 . Culture was initiated after adding 
100 p.l of rSMC suspension in proliferation medium at a concentration of 1 x 10 4 cells/ml, to a 96-well plate. After 3 

45 days, cells were rinsed twice with 100 u.l of DMEM medium, the medium was exchanged with 100 ^l of DMEM medium 
containing 0.1% albumin (starvation medium), and serum starvation was initiated. The medium was exchanged two 
days after the serum starvation, 80 u.l of starvation medium and 1 0 u.l of the test compound diluted to different concen- 
trations with the starvation medium were added, and then 10 \i\ of thrombin dissolved in the starvation medium (final 
concentration: 0.1 unit/ml) was added prior to further incubation for 2 days. 

so [3362] Upon adding 20 \i\ of MTT (3-[4,5-dimethylthiazol-2-yl)-2,5-diphenyltetrazolium bromide) dissolved in DPBS 
to 7.5 mg/ml, incubation was continued for 4 hours. The medium was removed by suction, 50 \l\ of a 10% SDS/0.029% 
ammonia solution was added, and the mixture was allowed to stand for 2 hours in a C0 2 incubator for complete lysis 
of the cells. As an index of cell proliferation, the OD 590 nm was measured using a plate reader (EL340, BIO-TEK 
Instruments Inc.), and the control OD value (OD value in the absence of the test compound) minus the OD value in 

55 the presence of the test compound was divided by the control OD value minus the blank OD value (OD value without 
thrombin stimulation) to determine the inhibition ratio, from which the IC 50 value was calculated. The results are shown 
in Tables 1 to 4. 
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The compounds of the present invention and salts thereof exhibited excellent thrombin receptor binding ca- 
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parity in Test Example 1 , and especially selective binding capacity with PARI thrombin receptor. In addition, the com- 
pounds of the invention and salts thereof exhibited excellent platelet aggregation inhibitory action in Test Example 2. 
The compounds of the invention and salts thereof also exhibited excellent smooth muscle cell proliferation inhibitory 
action in Test Example 3. 

Industrial Applicability 

[3364] The present invention provides novel 2-iminopyrrolidine derivatives represented by the formula (I) and salts 
thereof. The compounds of the invention represented by the formula (I) and salts thereof exhibit excellent thrombin 
receptor antagonism and especially selective antagonism for PARI thrombin receptors. The compounds of the inven- 
tion and salts thereof can therefore inhibit cellular response to thrombin which includes platelet aggregation, without 
inhibiting the catalytic activity of thrombin which converts fibrinogen to fibrin, and can also inhibit vascular smooth 
muscle proliferation occurring as a result of damage to vascular walls by coronary angioplasty and the like, based on 
selective inhibition of PARI . 

[3365] Thus the compounds of the invention and salts thereof are useful as thrombin receptor antagonists (especially 
PARI thrombin receptor antagonists), platelet aggregation inhibitors (antithrombotic agents) and smooth muscle cell 
proliferation inhibitors, while also being useful as therapeutic or preventive agents for restenosis during or following 
angioplasty, unstable angina, stable angina, myocardial infarction, cerebral infarction, peripheral arterial occlusion and 
the like, as therapeutic or preventive agents for venous thromboses such as deep venous thrombosis, pulmonary 
embolism and cerebral embolism accompanying atrial fibrillation, glomerulonephritis and the like, as anti-inflammatory 
agents or as anti-restenosis agents. 



Claims 

1 . A compound represented by the formula: 




{wherein ring B represents an optionally substituted (1) aromatic hydrocarbon ring or (2) aromatic heterocycle 
optionally having 1 or 2 nitrogen; R 101 , R 102 and R 103 are the same or different and each represents (1) hydrogen 
or (2) a group selected from Substituent Group C below; R 5 represents (1) hydrogen, (2) cyano, (3) halogen or (4) 
a group selected from Substituent Group A below; R 6 represents (1 ) hydrogen, (2) C^. 6 alkyl, (3) acyl, (4) carbamoyl, 
(5) hydroxyl, (6) C A . G alkoxy, (7) C^. G alkyloxycarbonyloxy, (8) C 3 . 8 cycloalkyl, (9) C^e alkyloxycarbonyl optionally 
substituted with acyloxy or (10) a C6_ 14 aromatic hydrocarbon ring group or 5- to 14-membered aromatic hetero- 
cyclic group (each of the foregoing members being optionally substituted with at least one group selected from 
Substituent Group E); Y 1 represents a single bond, -(CH 2 ) m -, -CR 8 -, -CR 8 R 9 -, -CH 2 CO-, -NR 8 -, -SO-, -S0 2 - t -CO-, 
-CONR 8 - or -S0 2 NR 8 -[wherein m represents an integer of 1 to 3, and R 8 and R 9 are the same or different and 
each represents hydrogen, halogen, C^q alkyl, carboxyl or C-,. 6 alkoxycarbonyl]; Y 2 represents a single bond, O, 
N, -(CH 2 ) m -, -CR 8 -, CR 8 R 9 -, -CO-, -SO-, -S0 2 - or -C(=N-OR 8 )-[wherein m, R 8 and R 9 are as defined above]; Ar 
represents (1 ) hydrogen, (2) a group represented by the formula: 
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[wherein R 10 , R 11 , R 12 , R 13 and R 14 are the same or different and each represents (1) hydrogen, (2) cyano, (3) 
halogen, (4) nitro or (5) a group selected from Substituent Group B below, and R 11 and R 12 or R 12 and R 13 may 
bond together to form a 5- to 8-membered heterocycle optionally having 1 to 4 hetero atoms selected from N, S 
and O and also optionally substituted with at least one group selected from Substituent Group F] or (3) a 5- to 
14-membered aromatic heterocyclic group optionally substituted with at least one group selected from Substituent 
Group G below. 



<Substituent Group A> The group consisting of C^.g alkyl, alkylidene, C 2 . 6 alkenyl, C 2 _g alkynyl, acyl, carboxyl, 
carbamoyl, C^. G alkoxycarbonyl, C^, 6 alkylaminocarbonyl, hydroxy!, C a _q alkoxy, C$. B cycloalkyloxy, amino, 
c i-6 alkylamino, cycloalkylamino, acylamino, sulfonylamino, sulfonyl, sulfamoyl, C^g cycloalkyl, a 5- to 
14-membered non-aromatic heterocyclic group, a C 6 . 14 aromatic hydrocarbon ring group and a 5- to 14-mem- 
bered aromatic heterocyclic group, each of the foregoing members being optionally substituted with at least 
one group selected from Substituent Group A 1 below; 

<Substituent Group A'> The group consisting of C^.g alkyl, C 2 _ 6 alkenyl, C 2 . 6 alkynyl, cyano, acyl, carboxyl, 
carbamoyl, C^. 6 alkoxycarbonyl, C^g alkylaminocarbonyl, hydroxyl, Cj.g alkoxy, C 3 . 8 cycloalkyloxy, amino, 
C^e alkylamino, C 3 . 8 cycloalkylamino, acylamino, ureido, ureylene, sulfonylamino, sulfonyl, sulfamoyl, halo- 
gen, C3_ 8 cycloalkyl, a heterocyclic alkyl group, a 5- to 1 4-membered non-aromatic heterocyclic group, a C 6 _ 14 
aromatic hydrocarbon ring group and a 5- to 14-membered aromatic heterocyclic group, wherein the C 6 . 14 
aromatic hydrocarbon ring group and the 5- to 14-membered aromatic heterocyclic group may be substituted 
with at least one group selected from the group consisting of C^ 6 alkyl, cyano, acyl, carboxyl, carbamoyl, C^. 6 
alkoxycarbonyl, C^.g alkylaminocarbonyl, hydroxy!, C-j.g alkoxy, C 3 _ 8 cycloalkyloxy, nitro, amino, C,_ 6 alkylami- 
no, C 3 . 8 cycloalkylamino, acylamino, ureido, ureylene, sulfonylamino, sulfonyl, sulfamoyl, halogen and C 3 . 8 
cycloalkyl; 

<Substituent Group B> The group consisting of C,. 6 alkyl, C 2 . 6 alkenyl, C 2 . 6 alkynyl, acyl, carboxyl, carbamoyl, 
C^g alkoxycarbonyl, C v6 alkylaminocarbonyl, hydroxyl, C^g alkoxy, C^g cycloalkyloxy, amino, C^g ami- 
noalkyl, C,_ 6 alkylamino, C 3 . 8 cycloalkylamino, acylamino, ureido, sulfonylamino, sulfonyl, sulfamoyl, C 3 . 8 cy- 
cloalkyl, a 5- to 14-membered non-aromatic heterocyclic group, a C 6 . 14 aromatic hydrocarbon ring group and 
a 5- to 1 4-membered aromatic heterocyclic group, each of the foregoing members being optionally substituted 
with at least one group selected from Substituent Group B' below; 

<Substituent Group B'> The group consisting of C^g alkyl, C 2 . 6 alkenyl, C 2 . 6 alkynyl, oxo, cyano, C^g cyanoa- 
cyl, C 2 . 7 acyl, C^.g alkanoyl, benzoyl, aralkanoyl, C^g alkoxyalkylcarbonyl, C^g hydroxyalkylcarbonyl, car- 
boxyl, C^g carboxyalkyl, C^g carboxyalkyloxy, carbamoyl, carbamoylalkyloxy, C^g alkoxycarbonyl, C^^ 
alkoxycarbonyl-C^g alkyl, C^q alkoxycarbonyl-C^g alkyloxy, C^g monoalkylaminocarbonyl, C 2 . 6 dialkylami- 
nocarbonyl, hydroxyl, C^g alkoxy, C.,. 10 alkoxyalkyl, C^q aralkyloxyalkyl, C^g hydroxyalkyl, C 3 . 8 cycloalky- 
loxy, amino, C^g alkylamino, C^q cycloalkylamino, acylamino, ureido, ureylene, C^g aikylsulfonylamino, phe- 
nylsulfonylamino, C^g alkylsulfonyl, phenylsulfonyl, C^g monoalkylaminosulfonyl, C 2 . 6 dialkylaminosulfonyl, 
sulfamoyl, halogeno, C 3 . 8 cycloalkyl, a 5- to 14-membered non-aromatic heterocyclic group, a C 6 . 14 aromatic 
hydrocarbon ring group, a 5- to 14-membered aromatic heterocyclic group, a heterocyclic aminocarbonyl 
group, a heterocyclic aminosulfonyl group and isoxazolinyl, wherein the 5- to 14-membered non-aromatic 
heterocyclic group, the C 6 . 14 aromatic hydrocarbon ring group, the 5- to 14-membered aromatic heterocyclic 
group and isoxazolinyl may be independently substituted with at least one group selected from the group 
consisting of C^g alky!, oxo, cyano, acyl, carboxyl, carbamoyl, C^g alkoxycarbonyl, C^g alkylaminocarbonyl, 
hydroxyl, C^g alkoxy, C 3 . 8 cycloalkyloxy, nitro, amino, C^g aminoalkyl, Cj.g alkylamino, C^g dialkylamino, 
C 3 . 8 cycloalkylamino, acylamino, ureido, ureylene, aikylsulfonylamino, alkylsulfonyl, sulfamoyl, halogeno and 
C 3 . Q cycloalkyl; <Substituent Group C> The group consisting of (1 ) cyano, (2) halogen and (3) Cj.g alkyl, C 2 . 8 
alkenyl, C 2 . 8 alkynyl, acyl, carboxyl, carbamoyl, C^g alkoxycarbonyl, C^g alkylaminocarbonyl, hydroxyl, C^g 
alkoxy, C 3 _ 8 cycloalkyloxy, amino, C^g alkylamino, C 3 . 8 cycloalkylamino, acylamino, ureido, sulfonylamino, 



567 



EP 1 391 451 A1 



sulfonyl, sulfamoyl, C 3 . 8 cycloalkyl, a 5- to 14-membered non-aromatic heterocyclic group, a C 6 . 14 aromatic 
hydrocarbon ring group and 5- to 14-membered aromatic heterocyclic group (each of the foregoing members 
being optionally substituted with at least one group selected from Substituent Group C below); <Substituent 
Group C> The group consisting of C A _ 6 alkyl, C 2 . 8 alkenyl, C 2 . 8 alkynyl, cyano, acyl, carboxyl, carbamoyl, C^g 
alkoxycarbonyl, Cj.g alkylaminocarbonyl, hydroxyl, C^g alkoxy, C^q cycloalkyloxy, amino, C^g alkylamino, 
C 3 . 8 cycloalkylamino, acylamino, ureido, ureylene, sulfonylamino, sulfonyl, sulfamoyl, halogeno, C^q cy- 
cloalkyl, a 5- to 14-membered non-aromatic heterocyclic group, a C 6 . 14 aromatic hydrocarbon ring group and 
a 5- to 14-membered aromatic heterocyclic group; 

<Substituent Group E> The group consisting of C A . 6 alkyl, cyano, acyl, carboxyl, carbamoyl, C^g alkoxycar- 
bonyl, C^g alkylaminocarbonyl, hydroxyl, C^g alkoxy, C^q cycloalkyloxy, amino, C^g alkylamino, C 3 _ 8 cy- 
cloalkylamino, acylamino, ureido, ureylene, sulfonylamino, sulfonyl, sulfamoyl, halogen and C^q cycloalkyl; 
<Substituent Group F> The group consisting of (1 ) hydrogen, (2) cyano, (3) halogen, (4) oxo and (5) C^q alkyl, 
alkenyl, alkynyl, acyl, C^g alkanoyl, carboxyl, carbamoyl, C^g alkoxycarbonyl, C^g alkylaminocarbonyl, hy- 
droxyl, C^g alkoxy, C3.3 cycloalkyloxy, amino, imino, C^g aminoalkyl, C^g alkylamino, C 3 . 8 cycloalkylamino, 
acylamino, ureido, sulfonylamino, sulfonyl, sulfamoyl, C^g cycloalkyl, a 5- to 14-membered non-aromatic het- 
erocyclic group, a Cg_ 14 aromatic hydrocarbon ring group and a 5- to 14-membered aromatic heterocyclic 
group (each of the foregoing members being optionally substituted with at least one group selected from Sub- 
stituent Group P below); 

<Substituent Group P> The group consisting of C^g alkyl, oxo, cyano, acyl, carboxyl, carbamoyl, C^g alkox- 
ycarbonyl, benzyloxycarbonyl, C^g alkylaminocarbonyl, hydroxyl, C^g alkoxy, C^g cycloalkyloxy, amino, C^g 
alkylamino, C 3 . 8 cycloalkylamino, acylamino, ureido, ureylene, C^g alkylsulfonylamino, C^g alkylsulfonyl, sul- 
famoyl, halogeno, C 3 . 8 cycloalkyl, a 5- to 14-membered non-aromatic heterocyclic group, a Cg_ 14 aromatic 
hydrocarbon ring group and a 5- to 14-membered aromatic heterocyclic group; 

<Substituent Group G> The group consisting of C,_g alkyl, cyano, acyl, carboxyl, carbamoyl, Cj.g alkoxycar- 
bonyl, C^g alkylaminocarbonyl, sulfonyl, sulfamoyl, halogeno and C 3 _q cycloalkyl.} 
or a salt thereof. 

A compound according to claim 1 or a salt thereof, wherein ring B represents a further optionally substituted ben- 
zene ring or pyridine ring; R 101 , R 102 and R 103 are the same or different and each represents a group selected 
from the group consisting of hydrogen, halogen, C,. 6 alkyl, C^g alkylaminocarbonyl, C^g alkoxy, C^g alkylamino 
and C 3 . 8 cycloalkyl; R 5 represents a group selected from the group consisting of hydrogen, alkyl and C^g 
alkoxy-C^g alkyl; R 6 represents a group selected from the group consisting of hydrogen, alkyl and C A . 6 alky- 
loxycarbonyl optionally substituted with acyloxy; Y 1 represents a single bond or -(CH 2 ) m - [wherein m represents 
an integer of 1 to 3]; Y 2 represents a single bond or -CO-; and Ar represents hydrogen or a group represented by 
the formula: 




[wherein R 10 , R 11 , R 12 , R 13 and R 14 are the same or different and each represents a group selected from the group 
consisting of hydrogen, C^g alkyl, hydroxyl, C-i.g alkoxy, C,_ 6 alkylamino, C 3 . 8 cycloalkylamino, acylamino, a 5- to 
14-membered non-aromatic heterocyclic group and C^g alkyloxycarbonyloxy, and R 11 and R 12 or R 12 and R 13 
may bond together to form a 5- to 8-membered heterocyclic ring (i) optionally having 1 to 4 hetero atoms selected 
from N, S and O and (ii) optionally substituted with at least one group selected from the group consisting of cyano, 
oxo, and C^g alkyl, acyl, C^g alkanoyl, carboxyl, carbamoyl, C^g alkoxycarbonyl, C^g alkylaminocarbonyl, hy- 
droxyl, C^g alkoxy, C 3 . a cycloalkyloxy, amino, alkylamino, sulfonyl and a 5-to 14-membered non-aromatic 
heterocyclic group (each of the foregoing member being optionally substituted with at least one group selected 
from Substituent Group P below) 

<Substituent Group F"> The group consisting of C^g alkyl, oxo, cyano, acyl, carboxyl and C.,_ 6 alkoxy]. 
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3. A compound according to claim 1 or a salt thereof, wherein ring B is an optionally substituted benzene ring. 

4. A compound according to claim 1 or a salt thereof, wherein Y 1 is -CH 2 -. 

5. A compound according to claim 1 or a salt thereof, wherein Y 2 is -CO-. 

6. A compound according to claim 1 or a salt thereof, wherein Y 1 is -CH 2 - and Y 2 is -CO-. 

7. A compound according to claim 1 or a salt thereof, wherein Y 1 is a single bond, Y 2 is a single bond and Ar is 
hydrogen. 

8. A compound according to claim 1 or a salt thereof, wherein Ar is a group represented by the formula: 



15 



20 



25 




<n) 



[wherein R 10 , R 11 , R 12 , R 13 and R 14 are as defined above] . 
9. A compound according to claim 8 or a salt thereof, wherein R 10 and R 14 are hydrogen. 
30 10. A compound according to claim 1 or a salt thereof, wherein Ar is (1) a group represented by the formula: 



35 



40 



45 



50 



55 




(n) 



[wherein R 10 , R 11 , R 12 , R 13 and R 14 are as defined above] or (2) a 5- to 14-membered aromatic heterocyclic group 
optionally substituted with at least one group selected from Substituent Group G above. 

11. A compound according to claim 10 or a salt thereof, wherein R 10 and R 14 are hydrogen. 

12. A compound according to claim 1 or a salt thereof, wherein Ar is a group represented by the formula: 




(IV) 
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[wherein R 11 and R 13 are as defined above, R 15 represents (1) hydrogen or (2) a group selected from Substituent 
Group H below, and R 11 and R 15 may bond together to form a 5- to 8-membered heterocycle optionally substituted 
with at least one group selected from Substituent Group F above and optionally having 1 or 2 hetero atoms selected 
from N, S and O. 

5 <Substituent Group H> The group consisting of alkyl, C 2 _ 6 alkenyl, C 2 . 6 alkynyl, acyl, C^g alkoxycarbonyl, 

aminocarbonyl, C^.g alkylaminocarbonyl, C 3 . 8 cycloalkyl, C^.g aminoalkyl, sulfonyl, C 3 _ 8 cycloalkylamino, a 5- to 
1 4-membered non-aromatic heterocyclic group, a Cg_ 14 aromatic hydrocarbon ring group and a 5- to 14-membered 
aromatic heterocyclic group, each of the foregoing members being optionally substituted with at least one group 
selected from Substituent Group H' below; <Substituent Group H'> The group consisting of C^g alkyl, C 2 _ 6 alkenyl, 

10 C 2 . 6 alkynyl, oxo, cyano, C-,. 6 cyanoalkyl, C 2 . 7 acyl, C^. 6 alkanoyl, benzoyl, aralkanoyl, C^.g alkoxyalkyicarbonyl, 

c i-6 hydroxyalkylcarbonyl, carboxyl, C-j.g carboxyalkyl, C v6 carboxyalkyloxy, carbamoyl, carbamoyl a! kyloxy, C^g 
alkoxycarbonyl, C 1 _ 10 alkoxycarbonyl-C 1 . 6 alkyl, C^^alkoxycarbonyl-C^galkyloxy^^gmonoalkylaminocarbonyl, 
C 2 . 6 dialkylaminocarbonyl, hydroxyl, C,_ 6 alkoxy, C^q alkoxyalkyl, C^q aralkyloxyalkyi, C^g hydroxyalkyl, C 3 . 8 
cycloalkyloxy, amino, C^g alkylamino, C 3 ^ cycloalkylamino, acylamino, ureido, ureylene, C^g alkylsulfonylamino, 

15 phenylsulfonylamino, C-j.g alkylsulfonyl, phenylsulfonyl, C^g monoalkylaminosulfonyl, C 2 _g dialkylaminosulfonyl, 

sulfamoyl, halogeno, C^q cycloalkyl, a 5- to 14-membered non-aromatic heterocyclic group, a Cg_ 14 aromatic hy- 
drocarbon ring group, a 5- to 14-membered aromatic heterocyclic group, a heterocyclic aminocarbonyl group, a 
heterocyclic aminosulfonyl group and isoxazolinyl, wherein the 5- to 14-membered non-aromatic heterocyclic 
group, the Cg_ 14 aromatic hydrocarbon ring group, the 5- to 14-membered aromatic heterocyclic group and isox- 

20 azolinyl may be independently substituted with at least one group selected from the group consisting of C^g alkyl, 

oxo, cyano, acyl, carboxyl, carbamoyl, C^g alkoxycarbonyl, C^g alkylaminocarbonyl, hydroxyl, C^g alkoxy, C 3 . 8 
cycloalkyloxy, nitro, amino, C^g aminoalkyl, C^g alkylamino, C^g dialkylamino, C 3 . 8 cycloalkylamino, acylamino, 
ureido, ureylene, alkylsulfonylamino, alkylsulfonyl, sulfamoyl, halogeno and Cj.g cycloalkyl]. 

25 13. A compound according to claim 1 or a salt thereof, wherein Ar is a group represented by the formula: 



30 



35 




(V) 



[wherein R 11 and R 15 are as defined above, and R 16 represents (1) hydrogen or (2) a group selected from Sub- 
stituent Group H above, and R 11 and R 15 or R 15 and R 16 may bond together to form a 5- to 6-membered heterocycle 
40 optionally substituted with at least one group selected from Substituent Group F above and also optionally having 

1 or 2 hetero atoms selected from N, S and O]. 

14. A compound according to claim 1 or a salt thereof, wherein Ar is a group represented by the formula: 



50 




[wherein R 11 and R 15 are as defined above, and R 17 and R 18 are the same or different and each represents (1) 
hydrogen or (2) a group selected from Substituent Group I below, and R 11 and R 15 , R 15 and R 17 , R 15 and R 18 or 
R 17 and R 18 may bond together to form a 5- to 8-membered heterocycle optionally substituted with at least one 
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group selected from Substituent Group F above and also optionally having 1 or 2 hetero atoms selected from N, 
S and O. 

<Substituent Group l> The group consisting of C A . e alkyl, C 2 _ 6 alkenyl, C 2 . 6 alkynyl, acyl, carbamoyl, C^_ 6 alkoxy- 
carbonyl, C A _ e alkylaminocarbonyl, C^ G aminoalkyl, sulfonyl, sulfamoyl, C 3 . 8 cycloalkyl, a 5- to 1 4-membered non- 
aromatic heterocyclic group, a C 6 . 14 aromatic hydrocarbon ring group and a 5- to 1 4-membered aromatic hetero- 
cyclic group, each of the foregoing members being optionally substituted with at least one group selected from 
Substituent Group I' below; <Substituent Group l'> The group consisting of C^g alkyl, C 2 . 6 alkenyl, C 2 .g alkynyl, 
oxo, cyano, C^g cyanoalkyl, C 2 _ 7 acyl, C^. G alkanoyl, benzoyl, aralkanoyl, C^g alkoxyalkylcarbonyl, C^g hydroxy- 
alkylcarbonyl, carboxyl, C^ 6 carboxyalkyl, C^ 6 carboxyalkyloxy, carbamoyl, carbamoylalkyloxy, C^g alkoxycarb- 
on yl> C 1>10 alkoxycarbonyl-C 1 . 6 alkyl, C^q alkoxycarbonyl-C^.g alkyloxy, C^g monoalkylaminocarbonyl, C 2 _g di- 
alkylaminocarbonyl, hydroxyl, C^g alkoxy, C^ Q alkoxyalkyl, C^q aralkyloxyalkyl, C A . G hydroxyalkyl, C^q cy- 
cloalkyloxy, amino, C,. 6 alkylamino, C 3 _ 8 cycloalkylamino, acylamino, ureido, ureylene, C,_g alkylsulfonylamino, 
phenylsulfonylamino, C^g alkylsulfonyl, phenylsulfonyl, C^g monoalkylaminosulfonyl, C 2 _g dialkylaminosulfonyl, 
sulfamoyl, halogeno, C 3 . 8 cycloalkyl, a 5- to 1 4-membered non-aromatic heterocyclic groups a C 6 . 14 aromatic 
hydrocarbon ring group, a 5- to 1 4-membered aromatic heterocyclic group, a heterocyclic aminocarbonyl group, 
a heterocyclic aminosulfonyl group and isoxazolinyl, wherein the 5- to 1 4-membered non-aromatic heterocyclic 
group, the Cg_ 14 aromatic hydrocarbon ring group, the 5- to 1 4-membered aromatic heterocyclic group and isox- 
azolinyl may be independently substituted with at least one group selected from the group consisting of C^g alkyl, 
oxo, cyano, acyl, carboxyl, carbamoyl, C^g alkoxycarbonyl, C^g alkylaminocarbonyl, hydroxyl, C^g alkoxy, C 3 . 8 
cycloalkyloxy, nitro, amino, Cj.g aminoalkyl, C^g alkylamino, C^g dialkylamino, C 3 . 8 cycloalkylamino, acylamino, 
ureido, ureylene, alkylsulfonylamino, alkylsulfonyl, sulfamoyl, halogeno and cycloalkyl]. 

15. A compound according to claim 1 or a salt thereof, wherein the compound is represented by the formula: 




[wherein the definitions of the symbols are the same as given above]. 
16. A compound according to claim 1 or a salt thereof, wherein the compound is represented by the formula: 




[wherein R 104 and R 105 are the same or different and each represents hydrogen, C A . 6 alkoxy, alkyl or halogen, 
and R 101 , R 102 , R 5 , R 6 , Y 1 , Y 2 and Ar are as defined above]. 
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A compound according to claim 1 or a salt thereof, wherein the compound is represented by the formula: 




[wherein U represents N or CH, V represents N orCR 101 , W represents N orCR 102 , Z represents N orCR 105 , one 
or two from U, V, W and Z are N, and R 101 , R 102 , R 105 , R 5 , R6, Y\ Y 2 and Ar are as defined above]. 

18. A compound according to claim 16 or 17 or a salt thereof, wherein Y 1 is -CH 2 -. 

20 

19. A compound according to claim 16 or 1 7 or a salt thereof, wherein Y 2 is -CO-. 

20. A compound according to claim 17 or a salt thereof, wherein U is N and V is CR 101 [where R 101 are as defined 
above]. 

25 

21. A pharmaceutical composition comprising a compound according to claim 1 or a salt thereof. 

22. A composition according to claim 21 , wherein the composition is a thrombin receptor antagonist. 

30 23. A composition according to claim 21 , wherein the composition is a thrombin receptor PARI antagonist. 

24. A composition according to claim 21 , wherein the composition is a platelet aggregation inhibitor. 

25. A composition according to claim 21 , wherein the composition is a proliferation inhibitor for smooth muscle cells. 

35 

26. A composition according to claim 21 , wherein the composition is a proliferation inhibitor for endothelial cells, fi- 
broblasts, nephrocytes, osteosarcoma cells, muscle cells, cancer cells and/or glia cells. 

27. A composition according to claim 21 , wherein the composition is a therapeutic or preventive agent for thrombosis, 
40 vascular restenosis, deep venous thrombosis, pulmonary embolism, cerebral infarction, heart disease, dissemi- 
nated intravascular coagulation, hypertension, inflammatory disease, rheumatism, asthma, glomerulonephritis, 
osteoporosis, neurological disease and/or malignant tumor. 

28. Use of a compound according to claim 1 or a salt thereof for the manufacture of a thrombin receptor antagonist. 

45 

29. Use according to claim 28, wherein the thrombin receptor antagonist is a PARI receptor antagonist. 

30. Use of a compound according to claim 1 or a salt thereof for the manufacture of a platelet aggregation inhibitor. 

50 31. A method of treating a thrombin receptor mediated disease in a patient suffering from the disease, comprising 
administering to the patient, a therapeutically effective amount of a compound according to claim 1 or a salt thereof. 

32. A method for treating a proliferative disease of endothelial cells, fibroblasts, nephrocytes, osteosarcoma cells, 
muscle cells, cancer cells and/or glia cells, in a patient suffering from the disease, comprising administering to the 
55 patient, a therapeutically effective amount of a compound according to claim 1 or a salt thereof. 
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